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Portaria Hotel, MAAL0

Ayanntoi kat Ayanntég ouvddeAgot,

Me Blaitepn xapd Ba BéAape va cag KaAwoopicoupe oto npwrto lMaveAnvio lNMoAuBepatikd
Tuvédplo Autodvoowv Noonpdtwv, Peupatoloyiag kat KAwikng Avoooloyiag - Kowég
ruvavthoelg Peupatoloyiag, Aepuatoloyiag, Neupoloyiag kau laotpeviepoloyiag pe AieBvh
Luppetoxn. To ouvédplo blopyavawvetat and v KAwvikn Peupatohoyiag kat KAwikhg AvoaoAoyiag
tou [MavenwotnpakoU Tevikod Noookopeiou Adploag kat 1o Ivotitolto Peupatikav MaBhoeswy
ané 1 5 éwg g 7 Anphiou 2019, oto cuvedplakd kévipo tou Portaria Hotel ato MNAALo.

H Bepatoloyia tou Xuvedpiou Ba eotiaotei anokAelotikd otg npdoparteg e€eAifelg twv Autodvoowv
MNMaBhoswv névie eldkothtwyv Kal ouykekpléva tng PeupatoAoyiag, tng laotpeviepoloyiag,
¢ Neupohoyiag, tng Aeppatoloyiag kat tng KAwikng Avoooloyiag. I6waitepn éupaon Ba Hobei
ota dayvwotikd npoBAApata, KAIKG SIAApPata Kat BepaneutikéG enAoyEg, Onwe autég €xouv
npokUyeL anéd tn dieBvn BiBAoypagia kat tnv KAwIKN epnepia ta dUo teAeutaia €tn.

Ba éxoupe tnv eukalpia va oulnthooupe e EYKPLTOUG ENOTAMOVES, KAIVIKOUG Kal EpyacTtnplakoUq
epeuvntég, and tnv ENGSa kat 1o e§wtepikd, Ti¢ 1eAeutaieg e€eAi§elg otn Bepaneia autodvoowy
PEUHATIKWYV, YOAOTPEVIEPIKWY, VEUPOAOYIKWV Kal Seppatkwyv nabhoewv. Ba napouclactodv
vewtepa dedopéva atnv avooonaboyévela, pe dueoeg epapuoyég atnv Bepaneia.

Ba avantuxBel o péAog nepBalovIKWY Napayoviwy Kat Slatpophg atnv avantugn autodvoowy
voonudatwy.

Ba oulntnBouv, eniong, KAwikd npoBAApata, pétpa NPOANYNG, VOONAEUTIKEG AVAYKEG, XELPOUPYLIKEG
en\oy€q kat Bepaneieg anokatdataong.

EnwnAéov, Ba napouciaotel n gpeuvnuikh Kat KAVIKA Spaotnplétnta twv véwv enotnévwv
HE NPOPOPLKEG Kal avaptnéveG avakowvwaoelG. H evepydg ouppetoxh Kat AMwv €8ikothtwy
enayyeApatiov uyeiag 6nw¢ ekeivng twv voonAeutwyv Ttovidetal péow TOU npoouvedplakol
OUMNOoiou VOONAEUTIKAG JE OKOMO TNV OALOTIKA aVILHETWNLON Twv naBhogwv Kat tn BeAtiwaon twv
NapexXOPEVWVY UNNPECLAV Uyeiag.

210 Enotnpoviko Mpdypappa tou Luvedpiou cuppetéxouv ndvw and 80 Slakekpluévol ENOTAPOVES
ané n xwpea pag aAAd kat anéd 1o e§wtepiko.

Avapévoupe tn ouppetoxh navw and 180 watpwv and 6An tnv EANGSa kat 1odpBuwyv cuvédpwyv
oxeTddpevwy 8IKOTATWY, ONWG VOONAEUTWY, PUGIKoBepaneutwy, dattoAdywy - SlatpopoAdywy
KAl POLTNTWV [HETANTUXIAOKWY Kal MPOMTUXLAKWY) BlolaTplKmV EMGTNHWV.

To Mpdypaupa tou Luvedpiou Ba kavonolhoel 11§ anarthoelg aag kat Ba cupBAaMeL otny olyxpovn
KaL anoTeAEOHATIKATEPN AVTIUETWNLON TWV autoaveowy NaBACEwWY oTh XWwpa Hag.
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International Board

Amital D. De Carolis C. Perricone R.
Amital H. Hadjigeorgiou G. Roggenbuck D.
Bizzaro N. Jager D. Zeggini E.
Bragazzi N. Mende M.
Chikanza l. Perricone C.

Kpuuki Enttponi Avakowvwoewv - Abstacts Awards Committee

Bogdanos D.P. Eleftheriadis T. Selmi C.

Bragazzi N. Perricone C.

Maveniothpio Beoocahiag
Tuhpa latpikng Mavenotnpiou Beaoaliag
MaveAAviog latpikog LUAMoyog

EMnvikn PeupatoAoyikih Etapeia & EnayyeApatiki Eviwaon PeupatoAdywv EANGSOG
(E.P.E-EM.E.P.E]

EMnvikh Agppatoloyikn & Appobiatohoyikn Etatpeia
EMnvikh Etaipeia Avocoloyiag

International Chamber Of Commerce

Tuvepynzopgvec KAvikée

Mavenwotnpiakh laotpeviepoloyikn KAwikn, M.I.N. Adpioag, MNaveniothpio Beooakiag
Mavemotnpiakn Aeppatohoyikn Khwvikn, M.I.N. Adptoag, Maveniothpio Bsooaliag

Mavenwotnpiakn NeupoAoyikh KAwvikA, MN.I.N. Adpioag, Maveniothpio Beaoaliag
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*» Luvontixé Mpéypappa
Nupuokevin d Anpidiou 2019

IPA KENTPIKH AIGOYIA NAPARAHAH AIGOYIA

08:00 - 09:00 | Eyypaepés
09:00 - 10:00 | Ztpoyyuil6 Tpanédt
10:00 - 10:50 Trpoyyunlé TpanéqQu

10:50 - 11:10
11:10 - 11:40
11:40 - 12:40
12:40 - 13:20
13:20 - 14:30
14:30 - 14:35
14:35 - 15:00

13:30 - 14:30

1%t Greek - Italian Working Group

14:30 - 15:00 | /ACHETET

KAwika Meprotatka |

15:00 - 16:00 | KAwvikd Meprotauka Il
KAwika Meprotatka lli

Zupninpwpata Siatpophs Kat névos 16:00 - 16:20 MaBoyévela pepPpavwdous
Ooteondpwon 2019 ’ ’ onelpagatoveppitdas

16:00 - 17:00 . ;
Zuvvoonpotntes otnv Peupatoetdh Ané ta yevéonpa ota
ApBpiuda: KAvika epwtipata kat 16:20 - 17:00 |vavo-opo€ldn, aviiypagpa twv
anavtnoetls VavotexvofoylKwV QapHaKwV

Are chronic pain syndromes behind
statin associated muscle pain?

Second generation of autoantibody
17:00 - 18:00 | testing by digital fluorescence

Sex, genes and environment in
susceptibility and severity of
autoimmune disease

18:00 - 18:10

18.10 - 19.00 Meyuﬂd:vovru’s He au’toévouo n
autopieydovwdes véonua
State-of-the-Art

Autoantibody profiles in autoimmune
rheumatic diseases

19:00 - 20:00 |State-of-the-Art

Complement and autoimmunity

What can we learn from large data
bases?

20.00 - 20.15 Teﬂstr"n’Ev’upEns - Tiuntikés Slakpioets
- Anovopés - Awards

OB R4 3 Opening Lecture

8
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Iuvontiko Npoypaupa
Ldgpuro 6 Anpidiov 2019

PA KENTPIKH AIGOYIA NAPANNHAH AIGOYIA

08:00 - 09:10 | Bhpa Néwv Epguvntwv | (EA01-EAQ5)

09:10 - 09:30 | State-of-the-Art Lecture

09:30 - 10:50 | ANTIMAPAGEZEIX XTH AEPMATOAOIIA | AIATPO®H XTHN YIEIA KAI XTO ANOZOIOIHTIKO
10:50 - 11:00

11:00 - 12:00 | Aopupopiko6 Zupnéactio

12:00 - 12:30 | Aopupoptkn AtdAegn

12:30 - 13:00 | Lecture

13:00 - 13:30 | Aopupoptkn AtdAegn

13:30 - 14:00 | Aopuepopiknh Aldnegn

14:00 - 14:20 Ca““?:is Ly l'he.“"‘lat:“;gy- Ev6uxh Zuvebpia Forum EAANnVikAs OpdSas
an epicemiofogicat stucy EASI European Autoantibody Standardization

(IR R MeohpBpivn Atakonn Initiative

15:30 - 16:30 | Lecture Ei6iknh Zuvedpia Forum
EAfnvikns Opadas EASI
European Autoantibody
Standardization Initiative

15:50 - 17:30
16:30 - 17:30 | Ztpoyyudd Tpanélt

17:30 - 18:00

Targeting the JAK pathway
in rheumatoid arthritis

18:00 - 19:00 | Erpoyyudé TpanéZ: Novel aspects in the genetics of SLE

The role of Big Data in the field of
Rheumatology: State- of- the Art and future
prospects

19:00 - 20:15 | Expoyyuié Tpanédt 19:00 - 19:30 | Araiegn

19:30 - 20:30 | Xrpoyyuid TpanéQ
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08:30 - 09:30

1" Noondguriki Hygpioa Peuyarodoyioe Kevrpikie EAdddoe &
NANEARHNIO NOAYGEMATIKO LYNEAPIO
" Autodvoowv NuBnoewv, Peuparonoyiag km KAvikic Avooonoyiac

*Luvontixo Npoypappa

Kupiaxi 7 Anpidiou 2019

KENTPIKH AIGOYIA

Brhpa Néwv Epeuvntwy Il (EA06-EA10)

09:30 - 10:30

Ztpoyyund Tpanéqu

10:30 - 11:45
11:45 - 12:00
12:00 - 13:00

Ztpoyyund Tpanéql

Ztpoyyund Tpanéqu

13:00 - 13:30

Ztpoyyund Tpanéql

13:30 - 14:00
14:00 - 14:30
14:30 - 16:00

Ztpoyyunld TpanéqL

Ztpoyyund Tpanéql

16:00 - 16:20

Enikowvwvia pe tov agBevh: H avantugn 6e€lothtwy entkotvwvias

H oxéon 1atpou kat acBevous pe autodvoco véonpa

16:20 - 17:00

Ztpoyyunld TpanéqL

17:00 - 17:10

Zupnepdopata Luvedpiou - Anovopés BpaBeupévwv Epyaciwy - Ah§n Tuvedpiou

o



‘&

s E
““.
R
——
n,W.
B &
"“
il




1" Noongurikii Hyepida Peuparodoyine Kevipikiie Eddddoe &
» MANENAHNIO MOAYGEMATIKO LYNEAPIO
" Autodvoowv NuBnoewv, Peuparonoyiag km KAvikic Avooonoyiac

* Emotnpioviké Npoypappa

Ilunualmun 9 Anpidiov 2019 | 1" NoonAsuriki Hyepida Peupatodoyine Kevipikie EAdddoe

KENTPIKH AIBOYIA

08:00=09:00 52 1 [ 13
09:00 - 10:00 W Ztpoyyuno TpaneQL

10:00 - 10:50

10:50 - 11:10

Mpoebpeio: K. Znoonoudou, A. Madita, I'. Baiénoudos

* MNupetds oe avoookateotanpévo aabevn, o pdAos Tou voonAeuth -
BEepaneuTIKA aVILUETWNLON
A. Méalou

* NoanAeutiknA 6iéataon atnv npdAnyn ths ooteonépwaons
A. Xat{neuotpatiou

* QuotkoBepaneia Kat ooteondépwon
6. Kwaotonouiou

* Nedtepa 6edopéva otn dlaxeipion tou névou o aoBeveis pe peupatodoyikd
Voohpata
K. Xat¢n&npntpiou

Ztpoyyuilo TpanéQt

Mpoebdpeio: M. Kadagpdn, M. Xatln, A. lewpytadns
* Eknaideuon avoookateotadpévou aaBevous
N. ®wrtos

* H okondtnta ths e€e1dikeuons oth voonAEUTIKA TwV PEUHATKWY NaBAcewy
M. Towduanou, M. Teyodon

* NoonAgutlkA WuxikAs uyeias: Wuxikés dlatapaxés o aabeveis
HE peupatoioylkd voohata
M. KapdtQiou

Mpoebpeio: I. Alegiou

* MNévos oe aaBeveis pe peupatikd voohpata
A. lewpylddns

12



| KOINEE ZYNANTHEEIZ | :
KOINEZ ZYNANTHZEIZ 05-07 Anpihiou 2019

Peupiotofoying, Asppatodoying,
Kai

Emotnpioviko Npoypaypa
Nopuoxevn 9 Anpidiou 2019 | 1" Noondsutiki Hygpidn Peuparodoyiae Kevipikiie EARddoe

KENTPIKH RIGOYIA
11:40 - 12:40 | Xtpoyyuno TpanéQt

Mpoebdpeio: E. Zagpeipiou, . Totydpa, I. Ale§iou

Portaria Hotel, MAALo

* Eneiyoucoes katagtdaoels otn peupatofoyia
E. MNanaddkn

* Peupatoeidns apBpitda kat nvedpovas
B. MavwAonoufou

* NoonAsutikh @povtida o autodvooa nop@oAuywsdn voohpata
A. Mnaipapoyfou, A. TepAigyndkou

* NoonAgutikA npoaéyylon otnv evéopAéRLa xopAynaon BloAoytkwy napaydviwy
E. X6o0Ukou, M. Xogidou

12:40 - 13:20

Awfé€els

Mpoedpeio: Aik. Xapavd, X. Kataidpn

* H ouvaiveon tou aoBevous atnv Latpiki npéén
A. Maupogpépou

* HBwkn Kal beovrofoyia tnhs €peuvas 0To XWPO TOU VOGOKOUEIOU
M. Kadagdtn

13:20 - 14:30 | Workshop

«H eniépaon tou otpes atn Yuxikh uyeia (voonAeutwy Kat Latpwy) -
Texvikés Siaxeipions - Epyacia o€ opades»

Mpoedpeio: M. Mananidyka, K. BAlaxoxpiotonoufou
OpiiAtpla: . Kavépn

AR lAREE Tupnepdopata - Ah§n Huepibas

MAPAARHAH RIBOYIA

13:30 - 14:30 | 1° Greek - Italian Working Group on Rheumatic and Autoimmune Diseases
(Members only)

Chairs: D.P. Bogdanos, C. Selmi, C. Perricone, L.I. Sakkas

13
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* Emotnpioviké Npoypappa

Napuoxeun 5 Anpidiov 2019
KENTPIKH RIGOVIA

Mpoebdpeio - Ixoflaopds: E. AyyefonoUiou - ABavdrou, E. Koupkolvn,
E. lewpyiou
* KAwkda Neplotatkd | (Mavermotnpiakn KAwvikhs Peupatodoyias ® KAwvikAs
Avooodoyias, M.I.N. Adpioas)
K. Kapaytdvvn, E. NMaykonoufou

Mpoebdpeio - Ixofaopds: B. Liwpou, M. Mdapokwata

e KAwikd MNeprotatikd Il (Mavermaotnyuakn KAwvikn Aeppatonoyias,
M.I".N. Adpoas)
N. NtdBapn, X. KwotonoUdou, I. Xovépobnpou

Mpoebdpeio - IxoAlaouds: L. Pandn, B. ToipoUptou

* KAwikd Neprotatikd ll (Maveniotnpuakh Neupodoytkh KAkA,
M.I".N. Adpoas)
A. MpoBatds, A. Pikos, X. Mapoyiavvn, A. lewpyoudfn

(IR [poedpeio: A. HAlénoudos, X. Katowavdkou, A. EAédoyifou

° YupnAnpwpata S1atpo@ns Kat névos
A. lewpylddns

* Ooteonépwon 2019
A. HAwénounos

* Yuvvoonpdtntes atnv Peupatoetdh ApBpitida: KAwvikd epwthpata
Kat anavtnoeLs
. Katowphs

NMAPARAKAH AIGOYIA
(RIS A [poedpeio: . Zrepavidns, . Aldkos

16:00 - 16:20 e MaBoyévela pepppavwdous anelpapatovePpitudas
l. Zxepavidns

16:20 - 17:00  * And ta yevéonpa ota vavo-opoELdn, avilypapa twv vavotexvofoyLlKwy
QapHAKwWY
K. Aepétlos

14



Peuparofoyiae, Aepummodoyiug,

05-07 Anpwiou 2019
Portaria Hotel, MAALo

Emotnpioviké Mpoypuppa

Napuoxeun 5 Anpidiou 2019
KENTPIKH RIGOYIA

17:00 - 18:00

18:00 - 18:10

18:10 - 19:00

19:00 - 20:00

20:00 - 20:15

Chair: P. Boura, H. Amital, R. Perricone

e Are chronic pain syndromes behind statin associated muscle pain?
D. Amital

» Second generation of autoantibody testing by digital fluorescence
D. Roggenbuck

* Sex, genes and environment in susceptibility and severity of autoimmune
disease
C. Selmi

Meyafwvovtas pe autodvooo n autopieypovwdes véonua
Mpoebdpeio: A. lapldpaifos, M. Tpaxavd

* Elgnhynon MNpoedpeiou

* MNpokAhoels kat diAnppata

* H diaxeipion aoBevwv pe Neavikn 16ionabn ApBpitida

A. AnponoUiou

° Zwvtas e tov Megoyelakd Mupetd
B. Xyouponoufou

IxofAlaoués: MN. Mpatoibou

Chair: H. Amital, E. Dardiotis, C. Selmi

* State-of-the-Art
Autoantibody profiles in autoimmune rheumatic diseases
N. Bizzaro
* State-of-the-Art
Complement and autoimmunity
R. Perricone

* What can we learn from large data bases?
H. Amital

TeAetn’Evapéns - Tipyntikés Siakpioels - Anovopés - Awards

Chair: L. Sakkas, C. Selmi, D. Bogdanos
Opening Lecture

Understanding the genomic aetiology of osteoarthritis
E. Zeggini

15



08:00 - 09:10
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1" Noondguriki Hygpioa Peuyarodoyioe Kevrpikie EAdddoe &
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"> Emomyioviké Npoypupma

LdpAaro 6 Anpidiou 2019
KENTPIKH AIGOYIA

Bhpa Néwv Epeuvntwv |

(Metappaotiki épeuva ota autodvood voohpata Kat thy KAwvikA avooofoyia)
Mpoebdpeio: . EAcuBepiadns, X. Atdokos

THE ROLE OF IMMUNE RESPONSES AGAINST EPSTEIN - BARR VIRUS IN

SYSTEMIC SCLEROSIS

G. EFTHYMIOU', C. LIASKOS', E. MAROU', V. TSIMOURTOU?, T. SCHEPER:, W.

MEYER?, G. HADJIGEORGIOU?, L. I. SAKKAS?, E. DARDIOTIS?, D. P. BOGDANOS!'

' Department of Rheumatology and Clinical Immunology, University General Hospital of Larissa,
Faculty of Medicine, School of Health Sciences, University of Thessaly, Viopolis, 40500, Larissa,
Greece

2 Department of Neurology, University General Hospital of Larissa, Faculty of Medicine, School of
Health Sciences, University of Thessaly, Viopolis, 40500, Larissa, Greece

3 Institute of Experimental Immunology, EUROIMMUN AG, Libeck, Germany

ANTINUCLEAR ANTIBODIES BY IMMUNOFLUORESCENCE IN PATIENTS

WITH PSORIASIS

E. PATRIKIOU', C. LIASKOS', A. GKOUTZOURELAS', N. NTAVARI?,

A. ROUSSAKI-SCHULZE?, E. ZAFIRIOU?, L.I. SAKKAS', D.P. BOGDANOS'
Department of ' Rheumatology and Clinical Immunology, and 2 Dermatology. Faculty of Medicine,
School of Health Sciences, University of Thessaly, Larissa 41 110, Greece

IN ISOLATED HUMAN T-CELLS AND B-CELLS, CRYSTALLINE SILICA
ACTIVATES THE T-CELL ANTIGEN RECEPTOR AND THE B-CELL ANTIGEN

RECEPTOR AND INDUCES T-CELL AND B-CELL PROLIFERATION

T. ELEFTHERIADIS', G. PISSAS', S. ZAROGIANNIS?, V. LIAKOPOULOS',

|. STEFANIDIS'

! Department of Nephrology and 2Department of Physiology, Faculty of Medicine, University of
Thessaly, Larissa, Greece

DELPHINIDIN DECREASES PERIPHERAL IFN-y (+)T CELL SUBSETS FROM

PATIENTS WITH PSORIASIS AND PSORIATIC ARTHRITIS

S. TSIOGKAS', AMAVROPOULOS' D. SKYVALIDAS', E. PATRIKIOU',

N. NTAVARI?, L.I. SAKKAS', E. ZAFIRIOU?, D.P. BOGDANOS'

' Department of Rheumatology and Clinical Immunology

2 Department of Dermatology.Faculty of Medicine, School of Health Sciences, University of Thessaly,
Larissa, Greece

CURCUMIN DOWN-REGULATES IFN-yAND IL-17 EXPRESSION IN PATIENTS
WITH PSORIASIS AND PSORIATIC ARTHRITIS

D. SKYVALIDAS', A. MAVROPOULOS', S. TSIOGKAS', E. PATRIKIOU",
N.NTAVARI?, D.P. BOGDANOS', L.I. SAKKAS', E. ZAFIRIOU?

' Department of Rheumatology and Clinical Immunology
2 Department of Dermatology. School of Health Sciences, University of Thessaly, Larissa, Greece
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Peupiotofoying, Asppatodoying,
Kai fnotpgviepodoying

Emotnpioviké Mpoypuppa

LdpAaro 6 Anpifiov 2019

KENTPIKH AIGOYIA
09:10 - 09:30 State-of-the-Art Lecture

Chair: S.-N. Liossis, T. Dimitroulas

Portaria Hotel, MAALo

* Three sets of recommendations for psoriatic arthritis in 2 years:
What differences or advantages?
C. Selmi

09:30- 10:50 ANTITTAPAGEZEIX XTH AEPMATOAOrIIA

Mpoebpeio: X. lewpyiou, B. Xaodnn, E. Zapeipiou
* AvunapaBéoets otnv ywpiaon: NAl otis KAaoikés Bepaneies
X. ®wuddou

* AvunapaBéoets otnv Wwpiaon: OXI otts KAaoikés Bepaneies
M. Moditou

e AvunapaBéoets otny Wwpiaon: OXI otts Blofoyikés Bepaneies
E. MoUotou

* AvunapaBéoets otnv Wwpiaon: NAI atis Blofoyikés Bepaneies
M. Manoutadkn

MAPARAHAH AIGOYIA
09:30 - 10:50 [l AIATPO®H ITHN YT'EIA KAI £TO ANOZOMOIHTIKO

Mpoebpeio: I. Txeavibns, L. Motapidvos, A. Kaywpitdkns
* [aoUpTt To apxatdtepo nNpoPLotikéd
A. Kaywptitdkns

* Aiawta o€ agBeveis pe unepoupxatpia
L. lkoAgpivénouios

* 0 pdios tns naxucapkias ota gAgypovwdn voohpata. O pédos tns
naxuoapkias Kat tns dlatpo@ns atnv peupatoetdn apBpitda
X. Kataiapn

17
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* Emotnpioviké Npoypappa

LdpRaro 6 Anpidiou 2019

KENTPIKH RIBOYIA

11:00 - 12:00 | Aopupopiké upnécto

12:00 - 12:30 | Aopupopikn Aldiegn

Chair: M. Varla - Leftherioti, F. Kanakoudi

Effects of treatment with intravenous immunoglobulin (IVig) in autoimmune
recurrent pregnancy loss (RPL): Mothers and children twenty years after
C. de Carolis

13:00 - 13:30 | Aopupopikn Aidiegn
13:30 - 14:00 W Aopupopikn Aiaiegn

14:00 - 14:20

Cannabis in rheumatology, an epidemiological study
Chair: D. Bogdanos, C. Perricone
Speaker: H. Amital

m MeonpBpivn Alakonn

MAPARAHNH RIGOYEA

14:00 - 15:30

14:00 - 14:45

18

Ltpoyyuné TpanédL kat Ewdiknh Xuvedpia Forum EAAnvikhs Opdadas

EASI European Autoantibody Standardization Initiative

Round Table

New developments in autoantibody diagnostics ()

Chair: D. Bogdanos, A. Tsirogianni, D. Roggenbuck

* Myositis - Comprehensive multiplex analysis and innovative markers
M. Mende

* Myositis profiling: A single center study
D. Bogdanos

* Optimized diagnosticstrategies for ANA diagnostics - ICAP and beyond
M. Mende



Peuparofoyiae, Aepummodoyiug,
]

Emotnpioviké Mpoypuppa
LdpAaro 6 Anpifiov 2019

NAPARAHAH RIGOYIA
14:45 - 15:30 Chair: Ch. Nikolaou, N. Bizzaro, E. Dardiotis

05-07 Anpwiou 2019
Portaria Hotel, MAALo

 Autoimmune neurological diseases - Current guidelines and state of the art
laboratory diagnostics
D. Jager

» Autoimmune peripheral neuropathies and the role of antiganglioside antibody
testing
D. Roggenbuck

KENTPIKH AIBOYIA

Lecture
Chair: L. Sakkas, S. Potamianos

* Ramadan fasting and immunologic, rheumatologic and dermatological
diseases
N. Bragazzi

15:50 - 17:30

Ltpoyyuilé TpanéQL

MNpoebdpeio: A. Lakkas, X. Motapidvos

* MNMpoafoAnh tou eviépou katl apBpikés ekdnAwaels atts onovdudoapBpitides
6. Anpntpoufas

* H enibpaon twv NpofLlotikwv aTo avogonotntiké cuotnpa
A. Mnéyéavos

* Ta npoPlotukd otn Bepaneia twv IOEN
K. Owkovépou
* Neotepes Bepaneies twv pAsydovwdwy NaBAcEwv Tou eviEpou:

Meydnes afnBeles
L. MNotapiavos

* H kAwvikn datpo@n avd tous awwves. H lotopia tns Botavikns kat ta étava
and tnv apxatdtnta €ws onpepa
M. Zyavtlos
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* Emotnpioviké Npoypappa
LdpRaro 6 Anpidiou 2019

NAPARAHAH RIGOYIA
15:50 - 17:30 [l 161k Zuvebpia Forum EAfnviks Opébas EASI European Autoantibody

Standardization Initiative

15:50 - 16:20  Harmonization of autoantibody diagnostics: Introducing ICAP and EASI
approaches
N. Bizzaro

16:20 - 17:30  RACTAVITL LTI 1y F(d
Maykéopia Huépa Avooofoyias 2019

Mpoedpeio: A. Tolpoyidvvn, A. Zapaviénoudos, . Tpovtlas
* Mpontuxiwakh eknaideuon - Epwtnuatoddyto - AnoteAéopata
A. lkavtdpas, Ou. Kovtagh

* E€e1bikeuon otnv avooofoyia - Néa 6edopéva
X. Nikofldou, A. Zapaviénoudos, M. Xat¢notuAiavol

KENTPIKH AIBOYIA

17:30 - 18:00
18:00 - 19:00 W Xtpoyyund TpanéqL

Mpoebdpeio: L. N. Aiéons, X. Katoidpn, X. Toadandkn

* Ti vewtepo atnv naBoyévela tou guotnpatikoU epuBnuatwdous AUKou
L. N. Aéons

* Yndpxel yuxiatpikés epuBnpatwdns AUKoS;
A. ®avoupldkns

 ZUvbpopo Sjogren: 'Ogo Ba (BéAape va) pdBoupe atnv endpevn dekaetia
A. louiés

19:00 - 20:15 | Xtpoyyund TpanéqL

Ewéika Bépara Neupofoyias

Mpoebdpeio: A. Manadnpntpiou, I'. Xat{nyewpyiou
* Neuporoytkés ekdnAwaels Bepanelwy yla autodvooa pEUPATIKA voanpata
B. TowpouUptou

* Nwtaia puikn atpopia. KAwvikés poppés, Bepaneutikeés enAoyEs
L. PddAn

* Yndvies atties ayyelakwv eyKepankwy enswoodiwv. Néoos Fabry
A. TowoUins

* Nées Bepaneies otnv npikpavia. MovokAwviKd avtiowpata
E. Aapbiwtns

2
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05-07 Anpwiou 2019
Portaria Hotel, MAALo

Peuparofoyiae, Aepummodoyiug,
Kl FuoTpevigpoiioying

Emotnpioviké Mpoypuppa

LdpRaro 6 Anpidiou 2019
NAPARAHAH AIBOYEIA

(RIS ERO8  Chair: D. Daoussis, E. Stavropoulos, N. Bragazzi
* Targeting the JAK pathway in rheumatoid arthritis
I. Chikanza

* Novel aspects in the genetics of SLE
C. Perricone

* The role of Big Data in the field of Rheumatology: State- of- the Art and
future prospects

N. Bragazzi

19:00 - 19:30

Awdiegn
Mpoedpeio: N. Toupetdkn, A. Ziwyas

* An6 1o 6£ppa ota autodvooa peupatikd voohpata: H npogéyyion
ToU peupatondyou
I. Nékas

19:30 - 20:30

Ztpoyyunlo Tpanédt
Mpoebdpeio: M. Tpévtlas, E. Pnyonoundou
* EppoéAa oe avogokataotadpévous evanikes - To peydio éAdsiupa

otnv KaBnpePLVh NPAKTKA
AB. Koutpolpnas

* Nées Bepaneies kat KAwvikés penétes 1o 2019: Mua dlelodutkn patd
oto clinicaltrials.gov
A. Aaolons
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* Emotnjioviko Mpoypappa

. Kupiaxi 7 Anpidiov 2019
KENTPIKH RIGOYIA

08:30 - 09:30

22

Bhpa Néwv Epeuvntav 11

MNpoebdpeio: K. Maupaydvvn, A. @avoupidkns, N. Kouykas

a-ENOLASE AS A TARGET OF AUTOIMMMUNITY IN PATIENTS WITH

BILIARY ATRESIA

M. G. MYTILINAIOU"?, T. GRAMMATIKOPOULOS'"3, 0. ROMANIDOU',

M. DAVENPORT*, G. MIELI-VERGANI'3, D. VERGANI', D.P. BOGDANOS'®

! Liver Immunopathology. Institute of Liver Studies, King's College London School of Medicine at King's
College Hospital, London, United Kingdom

2 Department of Rheumatology, Athens General Hospital GNA Gennimatas, Athens, Greece3Paediatric
Liver Centre, King's College London School of Medicine at King's College Hospital, London, UK

“ Department of Paediatric Surgery. King's College Hospital, London, UK

° Department of Rheumatology, University of Thessaly, Medical School, Larissa, Greece

INTERLEUKIN 10 AND SYSTEMIC SCLEROSIS- A SNP ASSOCIATION STUDY

DIMITRIOS PLAGERAS', DIMITRIOS P. BOGDANOS?, ZISSIS MAMURIS',

LAZAROS |. SAKKAS?

! Laboratory of Genetics Evolutionary ® Comparative Biology. University of Thessaly, Department of
Biochemistry and Biotechnology. Larissa, Greece

2 Department of Rheumatology and Clinical Immunology. University of Thessaly Medical School,
Larissa, Greece

HUMAN CYTOMEGALOVIRUS AS A VIRAL TRIGGER OF ANTI-R052

ANTIBODIES IN PATIENTS WITH AUTOIMMUNE RHEUMATIC DISEASES

A. GKOUTZOURELAS', C. LIASKOS', M.G. MYTILINAIOU', G. FTHYMIOU",

T. SCHEPER?, W. MEYER?, C. KATSIARI', D.P. BOGDANOQS', L.I. SAKKAS'

' Department of Rheumatology and Clinical Immunology, University of Thessaly Medical School,
Larissa Greece

2 Institute of Immunology affiliated to Euroimmun AG, Libeck, Germany

EFFECT OF A PATENTED FATTY ACID-BASED ORAL FORMULA ON
PERSISTENTLY HIGH BLOOD NK CELL LEVELS OF SUB-FERTILE WOMEN
EXPERIENCING REPEATED REPRODUCTION FAILURES

B. GELADAKIS', CH. MPALAMOTI?, CH. TSEKOURA?3, TH. KERAMITSOGLOU?, CH.
TSARMAKLIS*, M. VARLA-LEFTHERIOTI'

! Rodi Pharmaceuticals, Research and Development, Dover, US.A..
2Helena Venizelou, Immunology and Histocompatibility, Athens, Greece.



Peuparofoyiae, Aepummodoyiug,
Kal

Emotnpioviké Mpoypuppa

Kupiaxi 7 Anpidiov 2019
KENTPIKH AIBOYEA

BZXLN TREM2 R47H (RS75932628) VARIANT IS UNLIKELY TO CONTRIBUTE TO
MULTIPLE SCLEROSIS SUSCEPTIBILITY AND SEVERITY IN A LARGE

GREEK MS COHORT

DIMITRIOS RIKOS™, VASILEIOS SIOKAS™, ATHINA-MARIA ALOIZOU',

ZISIS TSOURIS', PARASKEVI ASLANIDOU', GEORGIOS KOUTSIS?,

MARIA ANAGNOSTOULI®, DIMITRIOS BOGDANOS*, NIKOLAOS GRIGORIADIS®,

GEORGIOS M HADJIGEORGIOU"® AND EFTHIMIOS DARDIOTIS!

' Department of Neurology, Laboratory of Neurogenetics, University Hospital of Larissa, University of
Thessaly, Larissa, Greece

2 Neurogenetics Unit, 1st Department of Neurology, University of Athens, Medical School, Eginition
Hospital, Athens, Greece

3 Demyelinating Diseases Unit, 1st Department of Neurology, School of Medicine, Eginition Hospital,
National and Kapodistrian University of Athens, Athens, Greece.

“ Cellular Immunotherapy ‘® Molecular Immunodiagnostics, Biomedical Section, Centre for Research
and Technology-Hellas (CERTH), Institute for Research and Technology-Thessaly (IRETETH), Larissa,
Greece

° Laboratory of Experimental Neurology and Neuroimmunology, B' Department of Neurology, AHEPA
University Hospital, Aristotle University of Thessaloniki, Thessaloniki, Greece

& Department of Neurology, Medical School, University of Cyprus, Nicosia, Cyprus.

*equal contribution

09:30 - 10:30 [ Ztpoyyuné TpanédL

Mpoebpeio: A. Teppevns, I'. Xat{nyewpyiou, M. Inedétas

05-07 Anpwiou 2019

Portaria Hotel, MAALo

* 0 pdios tns yeveTKAS oty Ywpiaon
. BaciAdnouios

* Néol yevetkol deiktes otnv unnpeaia tns personalized kat precision medicine:
To napddetypa tns katd nAdkas okAnpuvons
. Xat{nyewpyiou

* lvieppepovondbeles Kal autodvoaa peUpATIKG voonpata
A. leppevhs

Ztpoyyunlo Tpanédt

Ei61kd Bépata Aeppatonoyias

Mpoebpeio: A. Zwtnpiddns, A. - B. Pouagadkn - Schultze
* Bepaneia népgpLya
M. MNéapokwota

* Bepaneia nopgoAuywbdous nepLyostdbols
A. TpaBdvn

* Nedtepa 6ebopéva otnv avupetwnion ths epnntostdouls deppatitdas
A. NMana&onoUfou

* Aldyvwon kat napakoioUBnon twv autodvoowy NopPoAuywdwv voohpdtwy
HE TN XpAon avooofoylkwy HeBOSwY
A. Matoatoh

° BepaneUTIKn NPOaEyyLon atn yupoetdn afwnekia
B. Xaodann
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KENTPIKH AIGOYIA

12:00 - 13:00 | Xtpoyyund TpanéqL

13:00 - 13:30

Mpoebdpeio: M. BAuxoU, A. Zwpnns, X. Baputipiéns
* MoppoAoyikh avatopia kat epgplopnxavikn kapnou Kat xeptod
A. Zwunhs

* Nolwéets kapnou Kat ékpas xeipas - MNpaktikd siARpUata
Z. Ntaifdva

* H nAaoTikA XELPOUPYLKA Kal n dkpa Xeipa
A. Maudidns

Ltpoyyunlo TpanéQt

Mpoebdpeio : M. BAuxody, Z. Ntaifwdva, I'. Katouphs
* Ynepnxoypagia HUOOKEAETIKOU OUCTAPATOS: XPAOELS
A. Liaykph

* Ynépnxol Tou HUOOKEAETIKOU - Kataxpnoels
L. Nikas

13:30 - 14:00 W Ztpoyyuno TpanéQt

Mpoebdpeio: K. Maupaydvn, A. AuvtZépn
* Kapkivos o€ autodvooa voohpata: Tt npénet va yvwpifoupe

K. Maupaydvn

* MetpoAoyia oth ywplaoiknh apBpitida
A. Bapva

24
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Emotnpioviké Mpoypuppa

Kupiaxi 7 Anpidiov 2019

KENTPIKH RIGOYIA
14:30 - 16:00 | Xtpoyyund TpanédQ

To Avooonoyiké Epyaothplo oth §1ayvwaotikh Npooéyylon Twy autodvoowy
voonpdtwy

05-07 Anpwiou 2019
Portaria Hotel, MAALo

Mpoebdpeio: A. Mauditou-Totévion, N. Kagpdon
* Neodtepa 6edopéva otn diepedvnan kat a§loidynon twv ANA
K. Toadwpadpd

* KAwikn onpacia Twv avilgpwo@odtnidIkwy avilowpatwy
A. Mauditou-Tatdvion

* Ta autoavtiowpata otny NPOCEyyLoN TwV VOOhHATwWY Tou NENTIKoU
X. AviwvonoUdou-Kaitodin

* AvOoOOoYEVETIKA aUTOAVOCWY VOondtwy
A. ®uidktou

i R0 [poedpeio: P. Makpn, AB. KoutpoUpnas, I'. Baiénoudos

* Enikowvwvia pe tov aoBevh: H avantugn de§lothtwy entkotvwvias
L. Xaikibou

* H oxéon 1atpou Kat acBevous pe autodvooovoonua
@. Mkopd

16:20 - 17:00 J Xtpoyyund TpanéQ

Mpoedpeio: E. AapSiwtns, M. Ipappatikonoviou

* O peta-avaduaoels atnv unnpeaia tns latpikAs: Mnvipata and penétes
dlatpopns

M. Ipappatikonouiou
* Metpnaels, petpnacts, petpnacts: Yndpxetl ndvia kpuppévn ninpogopia

A. Mnpétns

WA VAT Yupnepdopata Zuvedpiou - Anovopés Bpapeupévwy Epyaciwy -
AAgN Luvedpiou

25
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KENTPIKH AIGOYEA

11:00 - 12:00 | Aopupopiké Zupndoio

Mpooeyyifovtas tnv Wwpraoikh Néoo kat tnv Aykudonointikn
InovéuniapBpitida

Mpoedpeio: A. Mnéybavos

* Mg tn patd tou Aegppatofdyou
E. Zagpepiou

* Me tn patd tou Peupatoddyou
6. Ziponounou

Me tnv guyevikn ouppEToXn ths U ) NOVARTIS

12:00 - 12:30 | Aopupopikn Ataie€n

13:00 - 13:30

13:30 - 14:00

26

* 0L avAykes Kal N avILUETWLON YUVALKWY HE Xpovia gAsyHovwdn voohata
A. KoutooyewpyonoUiou

4 [Nspired by patients.
4 Driven by science.

Aopupopikn Atdiegn

Mpoebdpeio: A. Mnéydavos

Mg tnv €uyevikn OUPPETOXN TNS G

* H anopuBonioinan tns oupikns apBpitidas
A. lewpyLadns

Mg tnv €uyeVIKA OUPPETOXN TNS H Menarini Hellas

Aopugopikn Atane§n

* Avaokénnon anotefeopdtwy Tofacitinib petd and 9 €wn epneipias otn
Peupatonoyia
N. KoUykas

Mg tnv €uyeviKA OUPPETOXN ThS @
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E-Posters

THE IMPACT OF SYSTEMIC SCLEROSIS ON HEALTH-RELATED QUALITY OF LIFE:
UNRESOLVED ISSUES

E. GEORGIOU, D. P. BOGDANQOS, C.G. KATSIARI, L.I. SAKKAS

Department of Rheumatology and Clinical Immunology. Faculty of Medicine, School of Health Sciences, University of
Thessaly

EFFICACY OF CURCUMIN SUPPLEMENTS IN ULCERATIVE COLITIS: A SYSTEMATIC REVIEW

AND META-ANALYSIS

K. GKIOURAS'3, M.G. GRAMMATIKOPOULOU'-3, X. THEODORIDIS™3, E. ASTERIOU', A. FORBES*,

D.P. BOGDANOS'

' Department of Rheumatology. Faculty of Medicine, School of Health Sciences, University of Thessaly, Mezourlo,
GR41110, Larissa, Greece

2 Department of Nutrition ‘® Dietetics, Alexander Technological Educational Institute, Sindos, PO Box 141, GR57400,
Thessaloniki, Greece

3 Faculty of Medicine, School of Health Sciences,Aristotle University of Thessaloniki, University Campus, GR54124,
Thessaloniki, Greece

“Norwich Medical School, University of East Anglia, Bob Champion Building, James Watson Road, NR4 7UQ, Norwich,
UK

> Division of Transplantation Immunology and Mucosal Biology. MRC Centre for Transplantation, King's College London
Medical School, SE5 9RS, London, UK

IMMEDIATE AND LONG-TERM BENEFICIAL EFFECT OF IVIG ADMINISTRATION IN CASE OF
A WOMAN WITH SLE EXPERIENCINGSUB FERTILITY PROBLEMS

TSEKOURA CH."?, KERAMITSOGLOU TH.!, TROBOUKIS A.23, KOLIOPOULOS G.}, MITROMARA K.,
PAPARISTEIDIS N., VARLA-LEFTHERIOTI M."2

" Dept of Immunology and Histocompatibility, Helena Venizelou Hospital, Athens Greece

2RSA Clinic, Helena Venizelou Hospital, Athen Greece

3B’ Ob/Gyn Clinic, Helena Venizelou Hospital, Athens Greece

POLYMYOSITIS OF UNKNOWN ORIGIN IN PATIENT WITH BILATERAL UPPER LIMB OEDEMA:
A CASE REPORT

ANGELIKI ANAGNOSTARA, FOTIOS ATHANASIADIS, MARIA DIMOPOULOU, KYRIAKI EFTHYMIADOU,
SOFIA KALANTZI, THEODORA SIMOPOULOQU, DIMITRIOS. P. BOGDANOS

Department of Rheumatology and Clinical Immunology, University of Thessaly Medical School, Larissa, Greece

MYOSITIS-RELATED PULMONARY FIBROSIS IN A PATIENT WITH CHOLECYSTOPATHY:
A CASE REPORT
ANGELIKI ANAGNOSTARA, FOTIOS ATHANASIADIS, MARIA DIMOPOULOU, KYRIAKI EFTHIMIADOU,

SOFIA KALANTZI, THEODORA SIMOPOULOU, DIMITRIOS P. BOGDANOS
Department of Rheumatology and Clinical Immunology, University of Thessaly Medical School, Larissa, Greece

EFFECTS OF YOGA ON PHYSICAL PAIN AND QUALITY OF LIFE AMONG PATIENTS WITH
MULTIPLE SCLEROSIS

M. GIALAMA'
" Local Health Unit of Nea lonia Volos

CASE REPORT: INTERSTITIAL LUNG DISEASES IN THE CONTEXT OF ANTI-SYNTHETASE

SYNDROME IN A WOMAN PRESENTED WITH FEVER, ARTHRALGIAS AND DYSPNEA

E. KOURKOUNI', T. SIMOPOULOU', G. MITSOGIANNIS', C. LIASKOS', C. KATSIARI', Z. DANIIL?,

K. GOURGOULIANIS?, D.P. BOGDANOS', L.I. SAKKAS'

! Department of Rheumatology and Clinical Immunology, and

2 Department of Respiratory Medicine, University General Hospital of Larissa, Faculty of Medicine, University of
Thessaly, Larissa 41110, Greece

NURSING INTERVENTIONS IN MYASTHENIC CRISIS
K. BOGDANOU™
" Emergency Department, University Hospital of Larissa

MEDICAL CANNABIS: ANOTHER PERSPECTIVE TO TREAT AUTOIMMUNE DISEASES?

C. ALEXOUDI", M. FAKI'

" Public Professional Training Institute of University General Hospital of Larisa, 24103502590, e-mail:
chrysoulalexoudi76@gmail.com
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m ANALYSIS OF AUTOANTIBODY SPECIFICITY IN PATIENTS WITH DE NOVO AUTOIMMUNE
HEPATITIS AFTER LIVER TRANSPLANTATION
M. G. MYTILINAIOU'2, A. GRAMMATIKOPOULOS'3, D.-P. BOGDANOS'#, G. MIELI-VERGANI'?,
D. VERGANI'
' Liver Immunopathology. Institute of Liver Studies, King's College London School of Medicine at King's College
Hospital, London, United Kingdom
2 Department of Rheumatology, Athens General Hospital GNA Gennimatas, Athens, Greece
3 Paediatric Liver Centre, King's College London School of Medicine at King's College Hospital, London, UK
“ Department of Rheumatology, University of Thessaly, Medical School, Larissa, Greece

m IMMUNOFLUORESCENCE PATTERNS OF ANA AND THEIR ASSOCIATION WITH MOLECULARLY

DEFINED NUCLEAR TARGETS IN CHILDREN WITH TYPE 1 AUTOIMMUNE HEPATITIS

MARIA G. MYTILINAIOU'?BIANCA TEEGEN?, TASSOS GRAMMATIKOPOULOS'4,

EDWARD T. DAVIES?, EIRINI I. RIGOPOULOUS, LARS KOMOROWSKI®, WOFGANG MEYER?,

CORNELIA DAHNRICH?,GIORGINA MIELI-VERGANI'#, KAI FECHNER?, DIEGO VERGANI',

DIMITRIOS P.BOGDANOS'”?

! Liver Immunopathology. Institute of Liver Studies, King's College London School of Medicine at King's College
Hospital, London, United Kingdom

2 Department of Rheumatology, Athens General Hospital GNA Gennimatas, Athens, Greece

3 Department of Biochemical Research, Institute of Experimental Immunology. affiliated to Euroimmun AG, Libeck,
Germany

“Paediatric Liver Centre, King's College London School of Medicine at King's College Hospital, London, UK

> Department of Clinical Immunology and Allergy. King's College Hospital, London, UK

¢ Department of Medicine, Division of Internal Medicine and Research Laboratory of Internal Medicine, Larissa Medical
School, University of Thessaly, Larissa, Greece

7 Department of Rheumatology, University of Thessaly, Medical School, Larissa, Greece

m TRIPTORELIN - INDUCED BLACKHAIRYTONGUE: A CASE REPORT
N. NTAVARI, E. SAVVOPOULOU, A- V. ROUSSAKI, E. ZAFEIRIOY
Department of Dermatology, Larissa University Hospital, Larissa, Greece

THE ROLE OF VITAMIN D IN SYSTEMIC SCLEROSIS
C. XEROGIANNI, C. LIASKOS, A. GKOUTZOURELAS, T. SIMOPOULOU, L.I. SAKKAS, D.P. BOGDANOS
Department of Rheumatology and Clinical Immunology, University of Thessaly Medical School, Larissa Greece

m MEDITERRANEAN DIET AS A CORNERSTONE IN THE MANAGEMENT OF RHEUMATOID

ARTHRITIS
P. VRANOU, A. GKOUTZOURELAS, C. LIASKOS, D.P. BOGDANQOS, L.I. SAKKAS
Department of Rheumatology and Clinical Immunology. University of Thessaly Medical School, Larissa Greece

m A BIOINFORMATIC APPROACH REVEALS THAT HUMAN CYTOMEGALOVIRUS CAN GENERATE
SYSTEMIC SCLEROSIS - SPECIFIC AUTOANTIBODIES

A. GKOUTZOURELAS, M. BARMAKOUDI, D.P. BOGDANOS
Department of Rheumatology and Clinical Immunology. University of Thessaly Medical School, Larissa Greece

m DRUG REACTION WITH EOSINOPHILIA AND SYSTEMIC SYMPTOMS SYNDROME SECONDARY
TO ALLOPURINOL
N. NTAVARI', E. SAVVOPOULOU', S. KARIPIDOU', P. GIDAROKOSTA', A. GRAVANI', E. ZAFIRIOU',

A-V. ROUSSAKI-SCHULZE'
! Department of Dermatology. University General Hospital of Larissa, Greece
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m BRAIN ATROPHY IN MULTIPLE SCLEROSIS: MECHANISMS, CLINICAL RELEVANCE AND

TREATMENT OPTIONS

A. ANDRAVIZOU", E. DARDIOTIS", A. ARTEMIADIS? M. SOKRATOUS'3, V. SIOKAS', Z. TSOURIS',

A.-M. ALOIZOU", I. NIKOLAIDIS*, C. BAKIRTZIS? G. TSIVGOULIS®, G. DERETZI®, N. GRIGORIADIS®,

D.P. BOGDANOS? AND G.M. HADJIGEORGIOU'”

*Shared first authorship

' Department of Neurology, Laboratory of Neurogenetics, University of Thessaly, University Hospital of Larissa,
Larissa, Greece.

2 Immunogenetics Laboratory, 15t Department of Neurology, Medical School, National and Kapodistrian University of
Athens, Aeginition Hospital, Vas. Sophias Ave 72-74, Athens, GR 115-2

3 Department of Rheumatology and Clinical Immunology. University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly,Viopolis 40500, Larissa, Greece

“Multiple Sclerosis Center, 2™ Department of Neurology, AHEPA University Hospital, Aristotle University of
Thessaloniki, Thessaloniki, Greece

® Second Department of Neurology, University of Athens, School of Medicine, “Attikon” University Hospital, Athens,
Greece.

& Department of Neurology, Papageorgiou General Hospital, Thessaloniki, Greece

7 Department of Neurology, Medical School, University of Cyprus, Nicosia, Cyprus

m ASSOCIATION OF MULTIPLE SCLEROSIS-LINKED AUTOANTIBODIES WITH ANTI-
HELICOBACTER PYLORI SPECIFIC ANTIGEN ANTIBODIES IN PATIENTS WITH MULTIPLE
SCLEROSIS
G. EFTHYMIOU', K. FECHNER?, T. SCHEPER?, W. MEYER?, G. HADJIGEORGIOU?, L. I. SAKKAS',

E. DARDIOTIS?, D. P. BOGDANOS!

! Department of Rheumatology and Clinical Immunology. University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly, Viopolis, 40500, Larissa, Greece

2 Institute of Experimental Immunology, EUROIMMUN AG, Libeck, Germany

3 Department of Neurology, University General Hospital of Larissa, Faculty of Medicine, School of Health Sciences,
University of Thessaly, Viopolis, 40500, Larissa, Greece

m LITERATURE REVIEW ON THE ROLE OF ANTI-HUMAN HSP60 ANTIBODIES IN AUTOIMMUNE
AND INFLAMMATORY RHEUMATIC DISEASES
G. EFTHYMIOU, L. I. SAKKAS, D. P. BOGDANOS
Department of Rheumatology and Clinical Immunology. University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly, Viopolis, 40500, Larissa, Greece

m IMMUNE RESPONSES TO HELICOBACTER PYLORI-SPECIFIC ANTIGENS DIFFERENTIATE

RELAPSING REMITTING FROM SECONDARY PROGRESSIVE MULTIPLE SCLEROSIS

G. EFTHYMIOU', Z. TSOURIS?, C. LIASKOS', E. MAROU', M. SOKRATOUS?, V. TSIMOURTOU?,

T. SCHEPER?, W. MEYER?, G. HADJIGEORGIOU?, L. . SAKKAS', E. DARDIOTIS?, D. P. BOGDANOS!

' Department of Rheumatology and Clinical Immunology, University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly, Viopolis, 40500, Larissa, Greece

2 Department of Neurology, University General Hospital of Larissa, Faculty of Medicine, School of Health Sciences,
University of Thessaly, Viopolis, 40500, Larissa, Greece

3 Institute of Experimental Immunology, EUROIMMUN AG, Libeck, Germany

m ANTIBODIES AGAINST BORRELIA SPECIFIC ANTIGENS IN PATIENTS WITH SYSTEMIC
SCLEROSIS
E. MAROU', C. LIASKOS', E. PATRIKIOU', T. SCHEPER?, W. MEYER?, L. I. SAKKAS', D. P. BOGDANOS'
" Department of Rheumatology and Clinical Immunology. Faculty of Medicine, School of Health Sciences, University of
Thessaly, Larissa, Greece
2 Institute of Experimental Immunology, EUROIMMUN AG, Libeck, Germany

m ANTIBODIESAGAINST TRIM21 IN PATIENTS WITH MALIGNANT DISEASES
C. LIASKOS', V. PAPADOPOULOS?, A. GOUTZOURELAS', C. PAPANDREOU?, L. I. SAKKAS',
D. P. BOGDANOQOS'
' Department of Rheumatology and Clinical Immunology.and 2 Department of Oncology. Faculty of Medicine, School of
Health Sciences, University of Thessaly, Larissa, Greece
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m INCREASED PROPORTIONS OF CD19(+) CD38(LOW) B CELLS ARE PRESENT IN SYSTEMIC
SCLEROSIS PATIENTS WITH ASSOCIATED INTERSTITIAL LUNG DISEASE
A. MAVROPOULOS?, C. LIASKOS', T. SIMOPOULOU?, C. KATSIARI', D. P. BOGDANOS', L. I. SAKKAS'
! Department of Rheumatology and clinical Immunology, Faculty of Medicine, School of Health Sciences, University of
Thessaly, Larissa, Greece

m ANTINUCLEAR ANTIBODIES AGAINST DFS70 IN PATIENTS WITH PSORIASIS AND PSORIATIC

ARTHRITIS

E. PATRIKIOU', C. LIASKOS', E. ZAFIRIOU?, A. GKOUTZOURELAS', T. SIMOPOULOU', A. MAVROPOULOS',

T. SCHEPER3, W. MEYER?, A. ROUSSAKI-SCHULZE?, D. P. BOGDANOS', L. I. SAKKAS!

! Department of Rheumatology and Clinical Immunology. and 2 Dermatology, Faculty of Medicine, School of Health
Sciences, University of Thessaly, Larissa 41 110, Greece;

3 Institute of Experimental Immunology. affiliated to EUROIMMUN AG, Libeck, Germany

m GENITAL ULCERS: AN AETIOLOGY BASED DIAGNOSTIC APPROACH
E. SAVVOPOULOU, N. NTAVARI, A- V. ROUSSAKI, E. ZAFEIRIOY
Department of Dermatology, Larissa University Hospital, Larissa, Greece

DETERMINATION OF ANA-SPECIFIC ANTIGENS AS PER ICAPIN PATIENTS WITH PSORIASIS

AND PSORIATIC ARTHRITIS

C. LIASKOS', E. PATRIKIOU', E. ZAFIRIOU? A. GKOUTZOURELAS', T. SCHEPER?, W. MEYER?,

A. ROUSSAKI-SCHULZE?, I. ALEXIOU', L. I. SAKKAS', D. P. BOGDANOS!'

Department of ' Rheumatology and Clinical Immunology. and 2 Dermatology, Faculty of Medicine, School of Health
Sciences, University of Thessaly, Larissa 41 110, Greece;

3 Institute of Experimental Immunology. affiliated to EUROIMMUN AG, Libeck, Germany

m DETECTION OF ANTINUCLEAR ANTIBODIES RELATED TO RHEUMATIC DISEASES IN PATIENTS

WITH IMFLAMMATORY BOWEL DISEASES

P. PAVLIDIS', C. LIASKOS?, Z. SHUMS*, A. L. KOUTSOUMPAS?, S. RENTOULLI:, M.G. MYTILINAIOU',

A. MAVROPOULOS?, G. L. NORMAN*, A. FORBES?, D. P. BOGDANOS'?

TKing's College London School of Medicine at King's College Hospital, SE5 9RS London, UK

2 Department of Rheumatology, Faculty of Medicine, School of Health Sciences, University of Thessaly Viopolis 41110,
Larissa, Greece

3 Department of Biochemistry and Biotechnology, University of Thessaly, 41221 Larissa, Greece

“INOVA Diagnostics, San Diego, CA, USA

> Norwich Medical School, Bob Champion Building, University of East Anglia Norwich Research Park, Norwich

m LOW FREQUENCY OF ANTIBODIES SPECIFIC FOR AUTOIMMUNE LIVER DISEASES IN

PATIENTS WITH MULTIPLE SCLEROSIS

Z.TSOURIS!, C. LIASKOS?, E. DARDIOTIS', T. SCHEPER?, W. MEYER?, V. TSIMOURTOU',

G. HADJIGEORGIOU', D. P. BOGDANOS?

! Department of Neurology. University General Hospital of Larissa, Faculty of Medicine, School of Health Sciences,
University of Thessaly, Larissa

2 Department of Rheumatology and Clinical Immunology. University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly.

3 Institute of Experimental Immunology. affiliated to EUROIMMUN AG, Libeck, Germany

m ASSOCIATION OF ANTI-PML ANTIBODY REACTIVITY AND DETECTION OF ANTIGENS AGAINST
HSV1 IN PATIENTS WITH PRIMARY BILIARY CHOLANGITIS
M.G. MYTILINAIOU', P. PAVLIDIS?, A.L. KOUTSOUMPAS'3, C. LIASKOS?, D. VERGANI*, D.P. BOGDANOS'
' Department of Rheumatology and Clinical Immunology. Faculty of Medicine, School of Health Sciences, University of

Thessaly, Larissa 41 110, Greece

2 Department of Experimental Immunobiology. MRC Centre for Transplantation, Guy's Hospital, London, UK
3 Royal Free London NHS Foundation Trust, London, UK
4 Institute of Liver Studies, King's College London, London, UK
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m AUTONTIBODIES AGAINST NUCLEAR ANTIGENS ARE NOT CORRELATED WITH THE PRESENCE
OF ANTIMITOCHONDRIAL ANTIBODIES IN PATIENTS WITH PRIMARY BILIARY CHOLANGITIS
M.G. MYTILINAIOU'2, C. LIASKOS', A. GKOUTZOURELAS', A.L. KOUTSOUMPAS?, G.L. NORMAN®,
A. PARES?®, D. P. BOGDANOS!'
! Department of Rheumatology and Clinical Immunology. Faculty of Medicine, School of Health Sciences, University of
Thessaly, Larissa, Greece
2 Institute of Liver Studies, King's College London, London, UK
3 Royal Free London NHS Foundation Trust, London, UK
“Inova Diagnostics, Research ‘® Development, San Diego, CA, USA
® Liver Unit, Hospital Clinic, IDIBAPS, CIBEREHD, University of Barcelona, Barcelona, Spain

m ANALYSIS OF IgG ANTIBODIES SUBCLASSES AGAINST ACTIN AND ASIALOGLYCOPROTEIN
RECEPTOR IN PATIENTS WITH AUTOIMMUNE HEPATITIS TYPE |
M.G. MYTILINAIOU?, C. LIASKOS', E. I. RIGOPOULOU', T. GRAMMATIKOPOULOS?, A. MAVROPOULOS',
G. MIELI-VERGANI, D. VERGANE, D.P. BOGDANOS'
! Department of Medicine, Medical School, University of Thessaly, University of Thessaly, Larissa, Greece
2 King's College Hospital, Pediatric Liver, Gl and Nutrition Centre
3 Department of Liver Studies, King's College London, Faculty of Life Sciences and Medicine, London, United Kingdom

m B CELLS FROM PATIENTS WITH SYSTEMIC SCLEROSIS DISPLAY INCREASED LEVELS OF
PHOSPHORYLATED SYK FOLLOWING BCR LIGATION
A. MAVROPOULOS', E. CHRISTOFORIDI', C. LIASKOS', T. SIMOPOULOU', D.P. BOGDANOS',
L.I. SAKKAS'
! Department of Rheumatology and clinical Immunology, Faculty of Medicine, School of Health Sciences, University of
Thessaly, Larissa, Greece

m THE FREQUENCY OF PERIPHERAL CD19(+) CD24(HI) CD38(HI) IL-10(+) BREGS IS INDICATIVE
OF REMISSION STATE IN RRMS PATIENTS.
A. MAVROPOULOS', G. EFTHYMIOU', E. DARDIOTIS?, Z. TSOURIS?, V. TSIMOURTOU?, L.I. SAKKAS',
G. HADJIGEORGIOU?, D.P. BOGDANOS!
! Department of Rheumatology and Clinical Immunology
2 Department of Neurology, Faculty of Medicine, School of Health Sciences, University of Thessaly, Larissa, Greece

m AUTOANTIBODIES AGAINST SS-A RO52 ARE POSITIVELY CORRELATED WITH B REGULATORY
CELLS IN SYSTEMIC SCLEROSIS
A. MAVROPOULOS', A. GOUTZOURELAS', C. LIASKOS', T. SIMOPOULOU', D.P. BOGDANOS',
L.I. SAKKAS'
! Department of Rheumatology and Clinical Immunology. School of Health Sciences, University of Thessaly, Larissa,
Greece

m APREMILAST TREATMENT EXPANDS IL-10+ BREGS THAT ARE NEGATIVELY ASSOCIATED
WITH IFN-T (+) AND IL-17 (+) NKT CELLS IN PSORIATIC ARTHRITIS AND PSORIASIS
A. MAVROPOULOS', E. ZAFIRIOU?, A. ROUSSAKI-SCHULZE', D.P. BOGDANQS', L.I. SAKKAS'
' Department of Rheumatology and Clinical Immunology
2 Department of Dermatology. School of Health Sciences, University of Thessaly, Larissa, Greece

m DETERMINATION OF PULMONARY ARTERIAL HYPERTENSION IN PATIENTS WITH SYSTEMIC
SCLEROSIS: A SINGLE CENTER EXPERIENCE.
T. SIMOPOULOU', I. SKOULARIGIS?, C. LIASKOS', A. GKOUNTZOURELAS', C. KATSIARI'", I. ALEXIOU",
DP. BOGDANOS', L.I. SAKKAS'
! Department of Rheumatology and Clinical Immunology. and 2 Department of Cardiology. University General Hospital
of Larissa, Faculty of Medicine, University of Thessaly, Larissa 41110, Greece

m TARGETING SykIN SYSTEMIC SCLEROSISAND GRAFT-VERSUS-HOST DISEASE
E. CHRISTOFORIDI, A. MAVROPOULOS, L.I. SAKKAS, D.P. BOGDANOS
Department of Rheumatology and Clinical Immunology, Faculty of Medicine, School of Health Sciences, University of
Thessaly

m THE ROLE OF CANNABINOID OIL IN FIBROMYALGIA: CLINICAL EXPERIENCE

A. GKOUTZOURELAS, G. EFTHYMIOU, D. P. BOGDANOS
Department of Rheumatology and Clinical Immunology, University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly, Viopolis, 40500, Larissa, Greece
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m OVEREXPRESSION OF MIR-21P IN THE PLASMA AND PERIPHERAL BLOOD MONONUCLEAR
CELLS FROM PATIENTS WITH SYSTEMIC LUPUS ERYTHEMATOSUS (SLE)

MARIA KOURTI, MARIA SOCRATOUS, CHRISTINA G. KATSIARI
Department of Rheumatology, University of Thessaly Medical School, Larissa, Greece

m VI9VA2 TCELL-MEDIATED ANTI-TROPHOBLAST ACTIVITY IN WOMEN WITH CHLAMYDIAL
CERVICAL-VAGINAL INFECTION EXPERIENCING RECURRENT SPONTANEOUS ABORTIONS
GLYNOU E.", VOSKAKIS 1.2, TSEKOURA CH.?, KERAMITSOGLOU TH.2, BOGDANOS D 3,
VARLA-LEFTHERIOTI M.

! Dept. of Microbiology “Helena Venizelou” Hospital, Athens, Greece
2 Dept. of Immunology and Histocompatibility ‘Helena Venizelou” Hospital, Athens, Greece
3 Faculty of Medicine. School of health Sciences.University of Thessaly. Larisa, Greece

m INVESTIGATION OF AUTOANTIBODY TITERS OVERTIME AS MARKERS OF DISEASE ACTIVITY
IN PATIENTS WITH AUTOIMMUNE HEPATITIS TYPE 2
M. G. MYTILINAIOU™?, A. GRAMMATIKOPOULOS'3, D.-P. BOGDANOS'#, G. MIELI-VERGANI'?3,
D. VERGANI'
! Liver Immunopathology. Institute of Liver Studies, King's College London School of Medicine at King's College
Hospital, London, United Kingdom
2 Department of Rheumatology. Athens General Hospital GNA Gennimatas, Athens, Greece
3 Paediatric Liver Centre, King's College London School of Medicine at King's College Hospital, London, UK
“ Department of Rheumatology, University of Thessaly, Medical School, Larissa, Greece

m ANALYSIS OF ADMISSIONS OF PATIENTS WITH AUTOIMMUNE RHEUMATIC DISEASES IN A
REGIONAL UNIVERSITY HOSPITAL CLINIC OF RHEUMATOLOGY AND CLINICAL IMMUNOLOGY
IN 2015 AND 2017: AN EPIDEMIOLOGICAL STUDY
N. VE, E. KELESIDOU, V. BERBERIAN, V. RAMMOU, A. GKOUTZOURELAS, C. LIASKOS, C. KATSIARI,

L.I. SAKKAS, D.P. BOGDANOS
Department of Rheumatology and Clinical Immunology, University of Thessaly Medical School, Larissa Greece

m AMELIORATION OF NECROBIOSIS LIPOIDICA IN PATIENTS WITH PSORIASIS AND DIABETES
MELLITUS WITH APREMILAST

N. NTAVARI', E. SAVVOPOULOU', A.-V. ROUSSAKI-SCHULZE', E. ZAFIRIOU'
! Department of Dermatology. University General Hospital of Larissa, Greece

m A NOVEL NEUTROPHIL AUTOANTIGENIC TARGET IN INFLAMMATORY BOWEL DISEASE
C. DEUTSCHMANN', M. SOWA'?2, J. MURUGAIYAN?, K. CONRAD*, M. LAASS?®, D.P. BOGDANOS®,
M. PAPP?, S. RODIGER', D. ROGGENBUCK'?, P. SCHIERACK'"

! Institute for Biotechnology, Faculty Environment and Natural Sciences, Brandenburg University of Technology.
Senftenberg, Germany

> Medipan/ GA Generic Assays GmbH, Dahlewitz, Germany

3 Institute for Animal and Environmental Hygiene, FreieUniversitat Berlin, Berlin

“ Institute of Immunology. Medical Faculty Carl Gustav Carus, Technical University Dresden, Dresden, Germany

°Children’s Hospital, Medical Faculty Carl Gustav Carus, Technical University Dresden, Dresden, Germany

® Department or Rheumatology, School of Health Sciences, University of Thessaly, Larissa, Greece

7 Department of Internal Medicine, Division of Gastroenterology. Faculty of Medicine, University of Debrecen, Debrecen,
Hungary

m ANTI-HUMAN CYTOMEGALOVIRUS HUMORAL RESPONSES IN PATIENTS WITH SYSTEMIC

SCLEROSIS

G. EFTHYMIOU', E. DARDIOTIS?, C. LIASKOS', E. MAROU', V. TSIMOURTOU?, T. SIMOPOULOU',

T. SCHEPER?, W. MEYER?, A. DAPONTE*, G. HADJIGEORGIOU?, D. P. BOGDANOS', L. I. SAKKAS!

' Department of Rheumatology and Clinical Immunology. University General Hospital of Larissa, Faculty of Medicine,
School of Health Sciences, University of Thessaly, Viopolis, 40500, Larissa, Greece

2 Department of Neurology, University General Hospital of Larissa, Faculty of Medicine, School of Health Sciences,
University of Thessaly, Viopolis, 40500, Larissa, Greece

3| nstitute of Experimental Immunology, EUROIMMUN AG, Libeck, Germany

“ Department of Obstetrics and Gynecology, Faculty of Medicine, School of Health Sciences, University of Thessaly,
41110 Larissa, Greece
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m DETECTION OF ANTI-GP2 AND ASCA ANTIBODIES IN RUMINANTS WITH PARATUBERCULOSIS

A. GOUTZOURELAS', V. SPYROU?, A. L. KOUTSOUMPAS!, L. V. ATHANASIOU?, G. S. AMIRIDIS?,

D. ROGGENBUCKS, C. BILLINIS?, D.P. BOGDANQOS', C. LIASKOS!

' Department of Rheumatology and Clinical Immunology. Faculty of Medicine, School of Health Sciences, University of
Thessaly, Larissa, Greece

2 Department of Animal Production, Technological Educational Institute of Thessaly, Larissa, Greece

3 Department of Medicine, Faculty of Veterinary Medicine, University of Thessaly, Karditsa, Greece

“ Department of Reproduction and Obstetrics, Faculty of Veterinary Medicine, University of Thessaly.Karditsa, Greece

®Research and Development Department, GA Generic Assays GmbH, Dahlewitz/Berlin, Germany:; Faculty of Science,
Brandenburg University of Technology Cottbus-Senftenberg, Senftenberg, Germany

& Department of Microbiology and Parasitology, Faculty of Veterinary Medicine, University of Thessaly Karditsa,
Greece

m TETRACYCLINES DIMINISH IFN-FAND IL-17 PRODUCING CD4+T AND NKT CELLS IN

MULTIPLE SCLEROSIS

D.T. FLOROU?, A. MAVROPOULOS' E. DARDIOTIS?, V. TSIMOURTOU?, L.I. SAKKAS', D.P. BOGDANOS',
G. HADJIGEORGIOU?

' Department of Rheumatology and Clinical Immunology

2 Department of Neurology, Faculty of Medicine, School of Health Sciences, University of Thessaly, Larissa, Greece

THE FREQUENCY OF PERIPHERAL CD19(+)CD24(HI)CD38(HI) IL-10(+) BREGS IS INDICATIVE
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A. MAVROPOULOS', G. EFTHYMIOU', E. DARDIOTIS?, Z. TSOURIS?, V. TSIMOURTOU?, L.I. SAKKAS',
G. HADJIGEORGIOU?, D.P. BOGDANOQS'

! Department of Rheumatology and Clinical Immunology

2 Department of Neurology. Faculty of Medicine, School of Health Sciences, University of Thessaly, Larissa, Greece
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FEVER IN IMMUNOSUPPRESSED PATIENT, THE
ROLE OF A NURSE - THERAPEUTIC ADDRESS

A.MOSIOU

Emergency Department, University General Hospital of
Larisa, Larisa, Greece

The spectrum of immunocompromised hosts has
expanded with prolonged survival for transplant
recipients, patients with immune deficiencies
(especially HIV/AIDS), and autoimmune disorders, as
well as the development of novel therapies including
immunotherapies and checkpoint inhibitors.
Although these drugs revolutionized the treatment
autoimmune disorders, there is some potential
safety issues. These patients present to primary
care and general hospitals with fever. The most
common reason is an infection, quite often sever
or opportunistic. Based on the patient’s underlying
disease or related therapy, it helps to determine
what major component of the immune system has
been damaged (ie, T-cell, B-cell, phagocytosis,
complement system, or splenic function). Knowledge
of what immune defect has occurred, often aids in
establishing a definitive diagnosis. In these patients,
a standardised diagnostic investigation should be
done immediately at admission before deciding
whether to perform more invasive diagnostic
procedures or to start empirical treatments. We also
present data on the epidemiology and the nursing
care plans for febrile immunosuppressed patients.
Moreover, prevention and especially vaccination
are important in immune deficiency. Doctors and
nurses should have sufficient knowledge about
efficiency, safety and contraindications of vaccines in
individuals with immune deficiency and in people who
live in the same house with these individuals.

PREVENTION OF OSTEOPOROSIS
A. CHATZIEFSTRATIOU

RN, MSc, PhD, Cardiothoracic Intensity Unit, Pediatric Hospital
of Athens, Agia Sophia

Introduction:Osteoporosis is a common health
condition mainly among women and especially after
menopause. However, it is observed a significant
increase in incidence of osteoporosis in younger
women and men, which leads to high risk of fractures
and major disability.

Materials-Methods: A research of international
literature in the scientific data bases «PubMed» and
«GoogleScholar» was conducted from November
2018 to February 2019, by the use of the following
key-words: «prevention», «osteoporosis», «nurses,
«intervention». Additionally, the research involved
web-sites of international scientific organizations
according to the prevention of osteoporosis.
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Results: Prevention of osteoporosis is imperative
for the improvement of persons’ quality of life and
in order to reduce the rate of accidents, falls and
broken bones. Nurses have a significant role in
prevention of osteoporosis providing education and
information to people. The prevention of osteoporosis
included alcohol restriction, smoking cessation,
food recommendations and physical activity. The
benefits of prevention of osteoporosis is associated
with reduction in broken bonus, people’ disability,
improvement of quality of life and reduction of health
care cost.

Conclusions: Osteoporosis is a common health
condition for many people worldwide. Prevention
of osteoporosis is essential both for patients and
Health System with nurses to play a significant role.

OSTEOPOROSIS AND PHYSIOTHERAPY
TH. KOSTOPOULOU

Department of Physiotherapy, General University Hospital of
Larisa

Introduction: Osteoporosisis a systemic skeletal
disease characterized by a reduction in bone mass
and qualitative skeletal changes that cause an
increase in bone fragility and higher fracture risk.
A “silent disease,” it is often unrecognized until a
fracture. It predominantly affects postmenopausal
women and older people although in individual cases
could concern people in younger age. Prevention of
Osteoporosisaimsatobtainingpeakbonedensityprior
to the critical osteoporosis period and in correcting
its modifiable factors. The treatment targets the
subjects already suffering from osteoporosis, with
or without a pre-existing osteoporotic fracture. The
aim of this review was to evaluate current evidence
regarding the use of physiotherapy, rehabilitation
and exercise interventions to prevent and treat
fractures in osteoporosis patients.
Materials-Methods: Revised articles and research
papers published in English over the last five years
were searched for in the electronic databases
“Pubmed”, which concern the prevention and
treatment of osteoporosis.

Results: Lifestyle modifications include lifelong
participation in regular low or high impact aerobic
activity. Muscle-strengthening activities, weight-
bearing, resistance exercise and balance-improving
exercises minimize falls, decrease risk of fracture
and prevent fractures in osteoporosis patients.
Physiotherapy can provide personalized exercise,
balance training and gait rehabilitation programs
to prevent falls -especially in Elderly patients-
and additionally rehabilitation after osteoporotic
fractures. Personalized therapeutic plan with
selective orthotic use may help reduce discomfort,
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prevent falls and fractures, and improve quality
of life in patients with significant Kyphosis. Hip
protectors do not reduce the risk of falling, but they
should reduce the risk of fracture.

Conclusions:  Osteoporosis is  preventable
and treatable disease, if diagnosed early.
Physiotherapycan contribute not only to the
prevention of Osteoporosis negative consequences,
but it can also manage them.

NEWER DATA ON PAIN MANAGEMENT IN
PATIENTS WITH RHEUMATIC DISEASES

K. CHATZIDIMITRIOU', E. TSIMITREA?

' 404 General Military Hospital, Larissa, Greece
2 University Hospital, Larissa, Greece

Introduction: Pain is a matter of primary importance
and holds a central position in Rheumatology. It is the
most common symptom of a visit to a rheumatologist
and its reduction is the main goal of clinical care,
but this is not always achieved. Therefore, it is a
particular duty of the nurse to help alleviate the pain.
Material - Method: Search for articles over
the last five years in the Pubmed, Cohrane
electronic databases. Keywords: chronic pain, pain
management, rheumatology, opioids

Results: Clinical pain reliever includes both
pharmaceutical and interventional therapies as well
as non-pharmaceutical treatments. Acetaminophen
is recommended due to its low side effects without
being effective in back pain, a common symptom
of rheumatic diseases. NSAIDs are a key factor in
treatment, but their toxicity and inconsistency in
pain relief in some cases limit their usefulness.
Opioids are effective but only if the expected benefits
outweigh the risks for patients. Selective serotonin
and norepinephrine reuptake inhibitors have shown
effectiveness in reducing pain in osteoarthritic joints
but are also associated with increased toxicity.
Non-pharmaceutical interventions include patient
education, physiotherapy, psychotherapy, exercise,
nutrition and weight control. The benefits of these
interventions are surprising and in some cases may
be greater than those of pharmaceuticals.
Conclusions: Pain and its treatment are important
areas of research and clinical practice. Many
treatments remain ineffective in their effectiveness
in combination with their side effects. Nursing
science contributes substantially to the management
of pain and to improving the quality of life of patients.

EDUCATION OF IMMUNOSUPPRESSED PATIENT
N. FOTOS

Department of Nursing, School of Health Sciences, National
and Kapodistrian University of Athens, Athens, Greece
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Introduction: Immunosuppression is a life-
threatening condition and is found in many diseases
(HIV-infection, hematological and other malignancies,
etc), and is also caused by certain therapeutic
interventions such chemotherapy, administration of
immunosuppressive agents and corticosteroids.
Materials-Methods: A research of international
literature in the scientific data bases «PubMed» and
«GoogleScholar» was conducted from December
2018 to February 2019, by the use of the following
key-words: «education», «immunosuppression»,
«immunosuppressed patient», «infection»,
«prevention». Additionally, the research involved
sites on the internet of international scientific
organizations and nursing institutions according to
the education of immunosuppressed patients.
Results: Education of immunosuppressed patient is
one of the major obligations of health care providers,
nurses among them. This education involves the
followingthemes: informationabout the disease orthe
medical treatment that causes immunosuppression,
symptoms and sights of infection, measures for the
prevention of infections and nutrition. The benefits of
education of immunosuppressed patient include the
promotion of self-care, the reduction of anxiety, the
increase of patient’s adherence to medication, the
reduction of incidence and severity of infections and
finally the reduction of hospitalizations and cost for
Health System.

Conclusions: Immunosuppression is a life-
threatening condition for many people worldwide.
Education of immunosuppressed patients should
be one of the main duties of healthcare providers
and especially nurses, in order to be effective and
produces the maximum benefits for the patients and
the Health System.

THE ROLE OF SPECIALIZATION IN THE NURSING
MANAGEMENT OF RHEUMATOLOGICAL
DISEASES

P. TSIAMALOU, M. TEGOUSI

Department of Reumatology and Clinical Immunology.
General University Hospital of Larissa, Larissa, Greece

Introduction: Chronic disease, including rheumatoid
arthritis, ankylosing spondylitis, systemic lupus
erythematosus, have a global impact on individual's
life, affecting not only physical functioning, but also,
self-esteem, interpersonal relations and financial
prosperity. The role of Nursing is crucial in the overall
management of these patients, offering specialized
care, psychological support, and education.

Materials-Methods: We performed a narrative
reviewinthepertinentMedicalandNursingLiterature,
using as mesh terms the words “rheumatological
patient”, “chronic disease”, “"management”, “Nursing”,
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and “evidence-based care”. The search was limited
in English, and in the period from December 2000 to
December 2018. The data synthesis was categorised
in five sections: “evidence-based nursing”, “critical
assessment”, “rheumatological patient”, “nursing
specialization”, and “nursing care”.

Results: Chronic disease is defined as an altered
state of health, that is not improved with after
surgical intervention or a short therapeutic regime.
Patients with rheumatological are included in
this category and suffer from a variable degree of
physical disability, social isolation, and emotional
frustration. Apart from therapeutic care, specialised
nurses are capable to provide to the patient with
evidence-based care, emotional support, and
empowerment. Evidence-based nursing tailors the
best available knowledge and practical experience
to the patient’s idiosyncrasy (beliefs, knowledge and
needs). Proper question formation, skilful literature
digging, and critical appraisal of the gathered data
form the cornerstone of theoretical knowledge.
Things become more complicated in the modern
era of the ageing population, shortage of time and
resources, and diversity of treatments, including the
biological factors.

Conclusions: The role of specialised nursing has
evolved to provide therapeutic care, knowledge,
guidance, empowerment, and emotional support to
the chronic patient with rheumatological pathology.

RHEUMATIC DISEASES AND MENTAL DISORDERS
M.A. KARATZIOU
Nurse at MSc, Psychiatric Clinic, PGNL

Introduction: Rheumatic diseases are very common
in the general population. They affect 27% of adults
and more often women. They are among the major
health problems in the working population.

The functional and aesthetic problems that cause
to patient and the uncertainty about the course of
the disease are related to the occurrence of mental
disorders such as long-term anxiety, depression and,
in the case, of Systemic Lupus Erythematosus (SLE),
psychosis.

Purpose: The purpose of this review is to investigate
mental disorders in patients suffering from rheumatic
diseases.

Method: Review of Greek and foreign bibliography.
Results: The prevalence of mental disorders between
hospitalized and outpatient rheumatoid arthritis
patients ranges between 14% -21%. More often,
generalized anxiety disorder and major depression.
A wide range of results is given for anxiety levels
in patients with rheumatic diseases ranging from
20% -70%, depending on the study. Co-morbidity
of depression in rheumatoid arthritis is high. Its
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prevalence is estimated at 15% - 40%. Significant
deviations occur in the frequency of neuropsychiatric
disorders in Systemic Lupus Erythematosus (SLE).
The prevalence ranges between 57% -90%. Disorders
of mood occurring at 17%, psychoses at 7.5%, anxiety
disorders at 4%. Other neuropsychiatric disorders
such as headache at 25% delirium 3.5%, vascular
disease 15%, and so on.

Conclusions: Mental disturbances occur in patients
suffering from rheumatic diseases. Anxiety and
depression are more frequent. In SLE, besides anxiety
and depression, psychoses, headaches, delirium and
others are also present.

The treatment and of mental disorders involves
both psychopharmaceutical and psychotherapeutic
interventions.

Medication, psychological support as well as psycho-
educational interventions help to treat the disease
more effectively and improve the quality of life of the
patient.

Key words: Anxiety, stress, depression, rheumatic
diseases.

LAO8

EMERGENCY CASES IN RHEUMATOLOGY
H. PAPADAKI

Nurse in the Department of Orthopaedic Surgery, University
Hospital of Larissa, Larissa, Greece

Introduction: In comparison with all other group of
diseases in the general adult population, rheumatic
diseases are the most common cause of a chronic
health problem. Therefore, nursing staff must be
familiar with these diseases, so they can be in a
position to deal with these problems.

Material and Methods: The study was performed in
electronical data bases and literature reviews of the
last decade.

Results: Rheumatic diseases are common in our
country, involving about 27% of the adult population.
It means that one out of four adults presents some
signs and symptoms of a rheumatic disease. In total,
about 2.500.000 Greek adults suffer from rheumatic
diseases. Current literature provides a broad
spectrum of results for the levels of psychological
stress in patients with rheumatic diseases, with the
percentages varying from 20% to 70%. The most
common emergency cases are related to gouty
arthritis (4,7%), ASD (0.16 cases/100,000 people),
Systemic lupus erythematosus(0,05%) and vasculitis.
Conclusions: Rheumatic diseases are common in
general population of our country, with implications
in patients themselves and their families, in health
system and for the national economy. Emergency
cases, those for which nursing personnel are needed
to deal with, require knowledge of all aspects of
the disease. In this way accurate diagnosiscan be
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achieved followed by early and effective treatment.

LA09

RHEYMATOID ARTHRITIS AND THE LUNGS
V.MANOLOPOULOU

Pulmonary Clinic, General University Hospital of Larissa,
Larissa, Greece

Introduction: RA is a systemic auto-immune disease
which gradually manifests as chronic symmetrical
destructive polyarthritis. The destruction is caused
by the effect of the inflammatory tissue created
progressively in the affected joints. Initially the
damage affects the cartilage and penetrates the
bone and the tendons.The disease also causes extra-
articular manifestations that affect the lungs, heart,
eyes. This presentation concerns a case admitted to
the pulmonary clinic as a transfer from a secondary
hospital.

Materials-Method: Male aged 49, smoker with a
clear medical history, bilateral pleural effusion,
fever, and hypoxia.

Conclusion: Patients with a chronic disease are
under constant stress and the psychological, social
and financial problems that arise during its treatment
require medical intervention.

LA10

NURSING CARE IN AUTOIMMUNE BULLOUS SKIN
DISEASES

A. BAIRAMOGLOU, A. TERLIMPAKOU, E. ZAFEIRIOU

Department of Dermatology. University Hospital, Larissa,
Greece

Introduction: Autoimmune bullous diseases are a
common clinical entity in dermatology.

These skin conditions are causes by a variety of
triggers and affect normally elderly people. Usually
in the initial phase, the extent of the disease
requires hospitalization, becoming a diagnostic and
therapeutic challenge for health professionals.
Because of the high number of patients arriving and
getting hospitalized at the University Dermatology
Clinic, and the special treatment and care that these
diseases require, research on methods and nursing
care of these patients was considered appropriate.
Nursing intervention, evaluationof patient’s condition
and caring purposes are parameters helping to
control and treat bullous diseases, providing an
optimal quality of life.

Materials-Method: Revised bibliography. Search
engines, PUBMED, MEDILINE, CINAHL, IATRONET.
Clinical practice and experience in dealing with
patients at the University Dermatology clinic.
Results: Autoimmune bullous diseases
consistserious dermatological diseases that often
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comorbitities with other serious. First-line therapy
consists of corticosteroids,which have greatly
increased survival expectation.

Nurse’'s rolein patient’s healthcare is extremely
useful on improving the integrity of the skin,ofleringat
the same time relief of symptoms, such as pain and
itching.

This can be done through hygiene care and topical
therapies, psychological support and treatment.
Conclusions: Care on patients with dermatological
diseases has a wide range. Systematic medication
and proper nursing care helps to make those
diseases treatable.

It is imperative and necessary to train nurses in
hospitals. More research and studies are needed
to establish protocols of care for patients with
autoimmune bullous diseases.

NURSING APPROACH IN INTRAVENOUS
ADMINISTRATION OF BIOLOGIC AGENTS

E. SDOUKOU, P. SOFIDOU

Education Office of Larissa University General Hospital,
Greece

Rheumatic diseases may cause severe pain
and a significant decrease in patient's function.
Insufficiency of traditional drugs in treatment of
rheumatic diseases revealed the need for specialized
treatment modalities since 1999.

Biologic agents -protein molecules- inhibit function
of a great number of molecules and cells and
are involved in induction of autoimmunity and
inflammation. They hold a prominent position as
biotechnology products in the armamentarium of the
scientific community.

The modifying drugs (infliximab, abatacept,
ticilizumab, rituksimab, cyclophosphamide,
belimumab) have a targeted function, in contrast
with the classic drugs like methotrexate which had a
general influence in the inflammatory process.
Frequently, patients change their treatment
secondary to failure (primary or secondary) and not
due to adverse effects.

As protein molecules, they are degraded fast
in the stomach and therefore are administered
parenterally, either intravenously or subcutaneously,
in regular time intervals.

Health institutions have the responsibility to dispose
protocols for safe intravenous administration of
Biologic agents.

Nursing staff has a main role in educating, consulting
and supporting patients and their families to adjust
in diagnosis and subsequent necessary treatment.
Clinically, the nursing staff can apply all necessary
nursing process and practice based on evidence and
indications. The nurse has to inform the patient for
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the process and purpose of drug administration and
type of drug. His responsibilities are oriented in three
directions: safety during administration, prevention
and early recognition and treatment of complications.
Knowledge of the international literature and
guidelines, continuous education and excellent co-
operation among the scientific teams are the required
factors for the effective treatment of patients for
whom we stand responsible.

Key words: biological agents,
administrations, nursing intervention

intravenous

LA12

PATIENT'S INFORMED CONSENT IN MEDICAL
PRACTICE

A.MAVROFOROU

Medical Ethics and Deontology Department, Faculty of
Medicine, School of Health Sciences, University of Thessaly,
Larissa

Aim:

Methods and Material: Search of the pertinent
medical and legal Greek literature

Results: The patient is the only one who can make
decision about his own body and the therapeutic
process to be followed-up. Nevertheless, in order
patients to be able to reach to a decision should
have been thoroughly informed about all related
aspects such as, the nature of their disease, its
natural history, the available therapeutic methods,
the potential complications, the competency of the
treating physician and the whole team and the quality
of life after the course of each treatment. Minors and
incompetent persons are needed additional care and
in such cases, the family or the caring person should
be included in the process.

Special attention is required on who obtains the
consent, when it should be taken and in what form.
Most malpractice claims in modern clinical practice
are not consequences of technical faults but because
of inadequate patient selection criteria and lack
of adequate communication between patient and
surgeon.

Conclusions: In the current litigious environment
of daily medical practice, written patient’s
informed consent remains an integral part of the
communication between physicians and patients,
and plays an important role in the professional
protection.

LA13

ETHICS AND MORAL ISSUES IN HEALTHCARE
RESEARCH

M. KALAFATI

National and Kapodistrian University of Athens, Faculty of
Nursing
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Introduction: Ethics is an understanding of the
nature of conflicts arising from moral imperatives
and how best we may deal with them. The word
“ethics” is derived from the Greek word “ethos”, that
means custom or character. The term “research”
refers to a kind of activity designed to develop or
contribute theories, principles, or relationships,
or the accumulation of information that can be
corroborated by accepted scientific methods of
observation and inference.For clinical research,
ethically justified criteria for the design, conduct,
and review of clinical investigation can be identified
by obligations to both the researcher and human
subject.

Materials-Methods: A literature search of English
and Greek language articles on Pubmed, Scopus,
CINAHL and Google scholar, was performed by
connecting the Mesh terms of “ethics”, “medical
research”, research ethics”, “nursing research’,
“healthcare research”, “research ethics principles”
and “GPDR" up to the last five years.

Results: It was found 487 articles were reviewed
for the relevancy of topic and analyzed in terms of
application and validity. Out of these, 16 studies
were found relevant as they concentrated principles
of ethics in healthcare research, their practical
applications, and suggested guidelines for future
research. Informed consent, confidentiality,
privacy, privileged communication, and respect
and responsibility are key elements of ethics in
healthcare research. The four principles of autonomy,
non-maleficence, beneficence, and justice have
been extremely influential in the field of healthcare
research ethics.

Conclusions: Research ethics hospital committees
must promote greater understanding of ethical issues
on healthcare research and to GDPR regulation.
Application, research protocol, patient information
leaflet and informed consent form are thoroughly
reviewed by research ethics hospital committees for
legal and moral safety, integrity, and welfare of the
research subjects.

UN UNUSAL CASE OF THROMBOCYTOPENIA IN

A 17-YEARS OLD GIRL WITH SYSTEMIC LUPUS
ERYTHEMATOSUS (SLE)

K. KARAGIANNI, TH. SIMOPOULOU, D.P. BOGDANOS,
C.G. KATSIARI

Department of Rheumatology, University of Thessaly Medical
School, Larissa, Greece

Introduction: Thrombocytopenia is a common
manifestation in patients with SLE. However, severe
thrombocytopenia demands vigorous differential
diagnosis and therapeutic intervention.
Materials-Methods: Case report

Results: A 17-year old female patient with SLE
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was admitted to our hospital with fever and
thombocytopenia. SLE diagnosis was coined the
previousmonthonthebasis of butterfly rash, arthritis,
fever, anemia, leucopenia, mild thrombocytopenia,
nephritis, ANA 1:1280, direct Coombs (3+), Lac-test
(+), antiCL-IgG(+)/IgM(+), antiB2GPI-IgG(+)/IgM(+)
and low C3/C4 levels. She was under treatment with
high-dose steroids and cycloposphamide according
to the Euro-Lupus protocol. Although no thrombotic
event had been documented, based on low serum
albumin levels, triple-positive anti-phospholipid
antibody profile at high titres and the possible
thrombotic nature of nephropathy (renal biopsy
result was pending) fondaparinux had also been
added to her treatment. At admission, she had 390C
with no other signs or symptoms and a platelet-
count of 35000/mm3 with no other remarkable
laboratory abnormalities. Fever subsided the next
day while platelet count remained stable and the
patient received IVlg. However, the following day
platelets dramatically dropped to 5000/mm3.
Differential diagnosis included infection-induced
thrombocytopenia, thrombotic thrombocytopenic
purpura (TTP), refractory lupus thrombocytopenia
and heparin-induced thrompcytopenia(HIT), since
antibodies against heparin were found positive
although the patient was receiving heparin analogue
and not heparin per se. Since the patient was
afebrile and there was no evidence of infection,
she received 5-day pulses of methylprednisolone,
cyclophosphamide and she underwent a series of 10
plasmapheresis until platelet count normalized.
Conclusion: This case report provokes the
discussion on two issues: the significance of anti-
heparin antibodies in patients with SLE as well as the
potential of fondaparinux to induce HIT.

VASCULARRASH: PRESENTING A CASEREPORT
AND ITSDIAGNOSIS

E. PAGKOPOULOU, T. SIMOPOULOU, A. TZIORTZIOTIS,
G. MITSIOGIANNIS, C.G. KATSIARI, L.I. SAKKAS,

D.P. BOGDANOS

Department of Rheumatology and Clinical Immunology.
Faculty of Medicine, School of Health Scienses, University of
Thessaly

Case: We report a case of a 57-year-old male who
presented vascular type lesions with necrotizing
center on both lower limps, starting 10 days
ago and accompanied with pain. The patient had
unremarkable medical history and did not report
intake of any medication or any injury recently.
Clinical examination did not reveal any other
pathological signs. During hospitalization, urine
test showed microscopic hematuria (6-8 RBC, >50%
dysmorphic) and 24-hour urine collection revealed
severe albuminuria (2,632mg/ 24h), while blood tests
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yielded no pathologic findings except from positive
titles of antinuclear and anti-citrullinated antibodies.
At that point, differential diagnosis included:
small vessel vasculitis, pyodermagangrenosum,
Kaposi's sarcoma or paraneoplastic syndrome.
Diagnostic work-up included skin lesions biopsy,
which showed fibromatous necrosis in the arterial
wall of the capillaries and nuclear abrasions, but
no pathognomonic findings. Abdominal ultrasound
indicated no pathological results. Subsequently,
the patient underwent a computed tomography of
the thorax and the abdomen to examine for possible
neoplastic disease. A 3.2 cm indiameter, exophytic
mass in the left kidney was found,with solid and
cystic components. Following consultation with the
Urology department partial nephrectomy of the left
kidney was recommended. Surgery was performed
twenty days after the first hospitalization and the
mass was removed up to clean surgical margins.
Histopathologic findings of the tumor revealed
clear-cell renal cell carcinoma (Furhman Grade 3-4).
Skin rash faded away and completely disappeared
approximately one month after the surgery, while
hematuria and proteinuria did not resolve completely
and patientis still under close monitoring.
Conclusion: Vascular rash has a complex differential
diagnosis, and paraneoplastic syndrome should
always be considered as a possible cause as it may
be one of the first manifestations of asymptomatic
neoplastic diseases.

THE IMPORTANCE OF TRADITIONAL SYSTEMIC
THERAPIES FORERYTHRODERMIC PSORIASIS IN
THE ERA OF BIOLOGICS

N. NTAVARI, E. SAVVOPOULOU, A-V. ROUSSAKI-
SCHULZE, E. ZAFIRIOU

Department of Dermatology, University General Hospital of
Larissa, Greece

Introduction: Erythrodermic psoriasis (EP) is a
severe and disabling form of psoriasis in children
and adults.The condition presents with distinct
histopathologic and clinical findings, which include a
generalized inflammatory erythemainvolving at least
75% of the body surface area. Although the etiology
and pathogenesis of erythrodermic psoriasis are not
yet fully understood, substantial evidence supports
the role of T cells and cytokines. The major risk
factors for erythrodermic psoriasis are a personal
or family history of psoriasis, medication exposure
and infections. Unfortunately, the management of EP
is difficult and has not been well standardized. We
report a case of the treatment of EP with retinoid.

Materials-Methods: A 34-year-old man with
generalized erythema and extensive scaling was
admitted to our hospital. The involved body surface
area was approximately 90% with a Psoriasis
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Area and Severity Index (PASI) score of 40.7. The
patient had psoriasis vulgaris for 20 years and was
successfully treated with secukinumabin the last
year. Laboratory tests revealed a clear finding of
urinary tract infection with Pseudomonas aeruginosa.
Results: The initial management of our patient's
condition included a discontinuation of secukinumab,
fluid resuscitation and antibiotics. Initiation of
systematic treatment with acitretin 25mg per day
was decided. At week 5, a clinical improvement was
observed. Erythema, scaling and itching showed a
rapid response, significantly reducing the mean PASI
score from baseline to16.1.

Conclusions: Erythrodermic psoriasis is a rare
subtype of psoriasis characterized by generalized
erythema of the entire body with scaling. The current
management of EP is difficult, not standardized, and
often unsatisfactory. Traditional systemic therapies
for EP include methotrexate, cyclosporine, and oral
retinoids and this case confirms the theory.

THE KOEBNER PHENOMENON IN
DERMATOLOGICAL AUTOIMMUNE DISEASES

C. KOSTOPOULOU, |. CHONDRODIMOU, A. GRAVANI,
P. GIDAROKOSTA, A. ROUSSAKI, E. ZAFIRIOU

Department of Dermatology, University Hospital of Larissa,
Greece

The Koebner phenomenon, one of the most well-
known entities in dermatology, refers to the
development of dermatologic lesions in otherwise
healthy appearing skin at sites of cutaneous injury. It
is known to occur in various skin diseases, especially
in dermatological autoimmune diseases such as
psoriasis, vitiligo, autoimmune bullous dermatosis
and discoid lupus erythematosus.

A variety of cutaneous injuries have been reported
to induce the Koebner phenomenon including: bites,
burns, excoriation, freezing, lacerations, pressure,
tattoos, mantoux test, drug reactions, dermatoses.
The response to trauma is distinguished into four
outcomes: 1. Maximum Koebner response, 2. Minimal
Koebner response, 3. Abortive Koebner response, 4.
No Koebner response

The time from injury to lesion formation depends on
the specific skin disease.For example, in psoriasis
the timeline is between 10 and 20 days, but it can
range from 3 days to as long as 2 years.

The pathogenesis of this phenomenon is still
unknown. Multiple factors are postulated to play a
role includingimmune response, vascular changes,
dermal and epidermal involvement, various growth
factors, genetic predisposition, hormonal status,
infections and pharmacological agents. The role of
chemical messengers such as nerve growth factor
(NGF) may be important and is being investigated.
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Patients with dermatosis that have been associated
with Koebner phenomenon should be informed about
the risk of appearance of new skin lesionsafter injury.
Although it is not possible to prevent all cutaneous
injuries, patients should avoid: sunburn, contact with
irritants and scratching.Treatment for cutaneous
lesions arising from the Koebner phenomenon
depends on the associated skin condition.

LINEAR IGABULLOUS DERMATOSIS (LABD)
INDUCED BY NAIL POLISH

|. CHONDRODIMOU, A.-V. ROUSSAKI,

C. KOSTOPQULOU, S. KARIPIDOU, P. GIDAROKOSTA,
A. GRAVANI, E. ZAFEIRIOU

Department of Dermatology, University General Hospital
ofLarissa, Greece

Introduction: Linear IgA bullous dermatosis (LABD)
is a rare autoimmune subepidermal blistering
vesiculobullous disease that can occur in both adult
and children. Lessions may appear as tense arciform
bullae in a «cluster of jewels» configuration, as
seen in bullous pemphigoid (BP), or less commonly
as grouped papulovesicles, as seen in dermatitis
herpetiformis (DH). It has been associated with
certain drugs, mostly intravenous vancomycin,
as well as with chemical exposure, autoimmune
disorders and infections.

Materials-Methods: A 28-year old female appeared
with a gradually spreading skinrash around
the fingers of the hands. She mentioned use of
new chemical materials at work (nail artist). On
examination she presented with blisters,vesicles and
hemorragic crusts with an arciform configuration,
on her neck, trunk, upper and lower limbs. She had
no mucosal lesions. She reported no recent use of
medication. Two biopsies were obtained, one for
routine hematoxylin and eosin (H and E) staining,
from an actual skin lesion, and the other for direct
immunofluoresence (DIF), from the perilesional skin.
Results: Histopathological examination
demonstrated subepiderminal bullous dermatosis
with neutrophilic inflammatory infiltration (papillary
microabscesses) and DIF showed moderate linear
IgA deposition, along the basement membrane zone
(BMZ). The patient was treated with corticosteroids,
antibiotics,  (doxycycline)  antihistamines  and
colchicine.

Conclusions: Linear IgA dermatosis is a clinically
heterogeneous disease which is due to various
causes such as chemicals. We report for the
first time in literature a case of LABD induced by
nail polishproducts. Linear IgA dermatosis is a
rarebullous disease, whose diagnosis is usually
based on linear IgA without IgG deposition along
BMZ and shares many characteristics with other
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subepidermal bullous diseases. Early diagnosis is
essential to provide adequate treatment.

AUTOANTIBODY PROFILES IN AUTOIMMUNE
RHEUMATIC DISEASES

N. BIZZARO

Laboratory of Clinical Pathology, San Antonio Hospital,

Tolmezzo. Azienda Sanitaria Universitaria Integrata di Udine,
Italy

A paradigmatic feature of autoimmune rheumatic
diseases (ARD) is the presence of multiple
autoantibodies.The use of antibody profiles in the
study of ARD therefore should be the best strategy
for both diagnostic and classification purposes.
To this end, systems using micronized components
(protein chips or arrays), consisting of solid phase-
linked autoantigens capable of simultaneously
detecting many autoantibodies at the same time,
are particularly suitable for testing autoantibody
profiles.

The reasons that support the use of antibody
profiles in the diagnostic framework of ARD are
many. Antibody profiling can be advantageousfor
(early) diagnosis because it increases overall
clinical sensitivity, since, in the very early stages
of disease, the signs and symptoms do not always
point to a single high pre-test probability of disease.
Also, antibody profiling is advantageous for several
other purposes: for classification, because it allows
the definition of disease subtypes with different
clinical manifestations; for prediction, because it
may directthe diagnosis towards an ARD even in
the early asymptomatic phases of the disease; for
prognostic evaluation, because the presence of
certain antibodies is linked to the involvement of
some organs and to the evolution of the disease;
and, finally, for the purpose of determining a more
personalized therapy, because the antibody profile
could identify which subjects will be responsive or not
responsive to a specific pharmacological treatment.
Furthermore, it has to be considered that in recent
years, due to the increased request for tests
that were once almost exclusively requested by
rheumatologists but that today are ordered by
many other specialists and by family doctors, tests
are often ordered when there is a low pre-test
probability - to rule out underlying ARD rather than
to confirm an ARD. As a consequence, the positive
predictive value of autoantibody test results has
been greatly reduced, while its negative predictive
value remains high. This is why the laboratory has
to cope with these changes by providing screening
profiles with high sensitivity to quickly discriminate
negative results (about 70% of all antibody tests)
and highly specific disease profiles, to confirm the
results of the screening tests and to identify the
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antibody specificity.

Given the available evidence, it is very likely that
further technological progress will substantially
change the diagnostic approach to autoimmune
diseases in the near future. Autoantibody profiles
consisting of dozens if not hundreds of autoantibodies
will be able to define each patient’s autoantibody
fingerprint and identify subclasses of patients with
different prognostic characteristics and different
therapeutic responses.

SECOND GENERATION OF AUTOANTIBODY

TESTING BY DIGITAL FLUORESCENCE

M. SOWA', R. HIEEMANN?, P. SCHIERACK?,

D. REINHOLD?, K. CONRAD*, D. ROGGENBUCK'?

" GA Generic Assays GmbH, Dahlewitz/Berlin, Germany

2 Institute of Biotechnology. FacultyEnvironment and Natural
Sciences, Brandenburg University of Technology Cottbus-
Senftenberg, Senftenberg, Germany

3 Institute of Molecular and Clinical Immunology, Otto-von-
Guericke-University Magdeburg, Magdeburg, Germany

“Institute of Immunology, Medical Faculty, Technical
University Dresden, Dresden, Germany

Autoantibodies (autoAbs) are a hallmark of
autoimmune illnesses and their assessment is
considered an essential part in the serological work-
up of patients with autoimmune organ-specific as
well as systemic autoimmune rheumatic diseases
(SARD). The latter are also referred to as connective
tissue diseases (CTD) in a narrower context.
Although triggering factors for the occurrence of
autoAbs and their role in the pathogenesis of CTD
are still not entirely understood, autoAbs are widely
used as diagnostic markers in clinical routine. Due
to the occurrence of several autoAbs leading to
specific profiles in patients suffering from SARD
and the complexity of the corresponding serological
diagnosis inparticular, different diagnostic strategies
have been proposed for proper auto Ab testing.

In the history of autoAb detection, evolving
assay techniques and the continuous discovery
of novel autoantigenic targets have shaped the
development of these diagnostic strategies. Thus,
antinuclear antibody (ANA) testing by indirect
immunofluorescence (IIF) on initially tissue and later
on cellular substrates was one of the first assay
techniques to be introduced into clinical routine and is
still an indispensable tool. Today, the most frequently
used serological work-up of sera from individuals
with a suspicion of SARD involves the screening for
ANA by IIF on HEp2cells followed by confirmatory
(reflex) testing of positive IIF findingsby different
assay techniques. Yet, due to the tremendous growth
in the demand for autoAb testing over the years, IIF
has been challenged as the standard method for ANA
and other auto Ab testing due to lacking automation,
standardization, modern data management and
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human bias in IIF pattern interpretation. Novel
automated assay platforms employing in particular
guantifiable solid-phase multiplex techniques with
purified autoantigens have emerged addressing the
increased workload instead.

A similar development has occurred regarding the
serological work-up of patients with autoimmune
vasculitides comprising the testing for antineutrophil
cytoplasmic antibody (ANCA). Similar to SARD
serology, a two-tier analysis of ANCA with IIF as
screening technique and subsequent reflex testing
by different assays for auto Abs to myeloperoxidase
and proteinase 3 was recommended by the
consensus guidelines. However, recently published
novel consensus guideline highlight the performance
of immunometric assays for the detection of
myeloperoxidase and proteinase 3 autoAbs and
consider |IF as non-essential anymore. Nevertheless,
the need for emergency testing in cases such as rapid
progressive glomerulonephritis serology requires
cost-effective comprehensive ANCA analysis and
challengesthis time-consuming and laborious two-
tier approach.

To overcome limitations of autoAb profile testing,
second generation autoAb assessment by the
CytoBead technique has been introduced recently.
This novel technique using digital fluorescence
enables automated interpretation of cell-based IIF
and quantitative autoAb multiplexing by addressable
microbead immuno assays in one test. Thus,
this technique allows the combination of autoAb
screening and confirmatory testing for the first time.

COMPLEMENT AND AUTOIMMUNITY: LOST AND
FOUND

R. PERRICONE, P.TRIGGIANESE

Rheumatology, Allergology and Clinical
University of Rome Tor Vergata, Italy

The Complement System (CS) is a major component
of the immune response and the host defense to
infection bridging the innate immunity with the
adaptive immunity. The link between the CS and
autoimmunity is apparently paradoxical since
both CS activation and CS deficiency contribute to
autoimmune diseases. The inadequate clearance of
immune-complexes (IC) in the presence of reduced
levels of CS components along with an excess of IC
and/or a high concentration of apoptotic cells result
in inflammatory damage and release of autoantigens
triggering autoimmune responses.

IC diseases can arise in complement deficiency
disorders because of the unrestrained action of
CS.In patients with Hereditary Angioedema (HAE),
a rare genetic deficiency of C1 esterase inhibitor
protein (C1-INH), the reduction of the complement
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components could affect the immune-regulation and
the IC clearance, and that may in turn predispose
patients to autoimmunity. Occasional reports
documented autoimmune disorders in HAE patients
and only few studies have been conducted on large
patient populations with controversial results. In
this view, the levels of complement components
although reduced can result to be sufficient to avoid
the IC precipitation and thus to increase the chance
of autoimmunity in HAE. Acquired angioedema (AAE)
occur in patients exhibiting low or undetectable CH50,
C2, C4, and, frequently, decreased C1q, in addition to
low levels of C1-INH commonly in association with
lymphoproliferative and/or autoimmune disorders.
Circulating autoantibodies to C1-INH are frequently
encountered in AAE and they seem to prevent
the inhibitory activity of the C1-INH on target
proteases and convert the inhibitor into a substrate
that can be cleaved to an inactive form. Although
lymphoproliferative diseases represent the main
group encountered in AAE, evidence documented
AAE in patients with Systemic Lupus Erythematosus
(SLE) showing high anti-C1-INH level correlating
with duration and activity of the disease. Among
complement proteins, a primary role in clearance
activity is attributed to Clg. Autoantibodies
directed to C1q have been described in the serum of
patients with autoimmune diseases, mainly SLE and
hypocomplementemic urticarial vasculitis syndrome,
contributing to clinical manifestations. Complements
C2 and C4 are HLA encoded components and their
link with other HLA disease susceptibility genes
may explain the relationship between complement
deficiencies and IC diseases. The association
between genetic deficiencyof any early component
of the classical pathway (C1g, Clr/s, C2, C4)with
SLE-like syndromes has been explained by the
failure of clearanceof IC and apoptotic materials and
impairment of normal humoralresponse.
Autoimmunity encompasses a mosaic of genetic
susceptibility alongwithhormonal and environmental
factors. In this context, CS play key roles in the
network of immune dysregulation occurring in
autoimmune diseases in a dual and apparently
opposite way.

SEX, GENES AND ENVIRONMENT IN
SUSCEPTIBILITY AND SEVERITY OF
AUTOIMMUNE DISEASE

C. SELMI

Rheumatology and Clinical Immunology, Humanitas Clinical
and Research Center, Milan. BIOMETRA Department,
University of Milan

Chronic autoimmune diseases affect the 5-10%
of the population worldwide, being largely
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predominant in women. Sex hormone changes have
been widely investigated based on changes in the
clinical phenotypes observed during pregnancy and
menopause. From a semantic point of view, the terms
“gender” and “sex” should not be used as synonyms
since the former refers to the social construction
of men and women, while the latter indicates the
biology associated with the anatomic reproductive
system and the secondary sex characteristics, as
established by the World Health Organization.
The gender difference in the prevalence of these
autoimmune diseases can be really striking as
in particular for autoimmune thyroid diseases
(including Hashimoto's thyroiditis and Graves’
disease), Sjogren syndrome, Addison disease,
systemic sclerosis, systemic lupus erythematosus
and primary biliary cholangitis (PBC). In each of these
conditions, more than 80% of the patients are women,
and it is around ~60-75% for RA and inflammatory
myositis. Similar to rheumatic diseases, multiple
sclerosis also occurs more frequently in women than
men (estimated ratio 2-3:1, increased in the last
decades) and it is increasing in particular in younger
patients (3.2:1). Beside the proven predisposition
of women to autoimmune diseases, an important
issue that characterizes sex differences in systemic
autoimmune diseases is represented by the variable
clinical expression between male and female
affected by a paradigmatic chronic inflammatory
rheumatic disease, such as psoriatic arthritis (PsA)
and spondyloarthritis, in which the male to female
ratioisaround 1. Itis intriguing to dissect the reasons
of the differences between sexes in the onset and
clinical manifestations of autoimmune diseases, to
understand why over 80% of patients are women.

A considerable number of sex- and immune-related
genes are located within the X chromosome, and
major X chromosome abnormalities, such as Turner
syndrome and premature ovarian failure, are
associated with a higher incidence of autoimmunity.
Sex chromosomes alterations such as male 47, XXY
and female 47, XXX predispose to SLE and SjS but not
RA or PBC, and X monosomy has not been identified
in SLE patients. These aspects seem to indicate that
more than pathway leads to autoimmunity sex bias,
and this is supported by data on animal models that
are relevant to the question of whether the number
of X chromosomes influences the risk of autoimmune
disease.

As suggested by changes in disease manifestations
during pregnancy, there is a significant influence
of sex hormones on the immunological balance of
patients affected by rheumatic diseases, as women
show a more active immune response compared to
men, and men can show more severe manifestations
of rheumatic diseases such as SLE, in which they
tend to have more renal involvement, serositis,
thrombocytopenia, and anti-dsDNA antibody levels.
Immunological changes associated with pregnancy
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can lead to the first clinical manifestations of
systemic autoimmune diseases, such as SLE or RA, in
which different immune mechanisms are involved, but
serum autoantibodies or other signs of autoimmunity
preexisting to pregnancy can only be speculated.
Menopause can affect morbidity and mortality in
autoimmune disease patients directly or acting on
cardiovascular and skeletal systems that are already
impacted by autoimmune disease-related changes.
Menopause has also been suggested to influence the
onset or the activity of certain autoimmune diseases,
through alterations in gonadal hormone levels or in
the androgen/estrogen ratio.

In recent years, the importance of microbiota in
the onset of inflammatory diseases has become
increasingly important, and its connection with
the immune system has been demonstrated to be
bidirectional in conditions such as type 1 diabetes.
Male puberty in mice leads to changes in the gut
microbiota that reinforce testosterone production,
which is protective against type 1 diabetes.

ARE CHRONIC PAIN SYNDROMES BEHIND

STATIN-ASSOCIATED MUSCLE PAIN?

R. SHEININ'2, A.R. NOGUEIRA', N.L. BRAGAZZI3, A.

WATAD'?, S. TIOSANQ'?, Y. YAVNE'?2, K. SHARIF'?,

H. COHEN?*, H. AMITAL'?, D. AMITAL?5

' Department of Medicine 'B° ‘® The ZabludowiczCenter
for Autoimmune Diseases, Sheba Medical Center, Tel-
Hashomer, Israel

2 Sackler Faculty of Medicine, Tel-Aviv University, Israel

3 Postgraduate School of Public Health, Department of Health
Sciences [DISSAL), University of Genoa, Genoa, Italy

®Ness Ziona Beer-Yaacov Mental Health Center

Background: Statin myalgia, defined as muscle
pain or weakness without elevation of serum CPK
levels, is a common complaint among statin users.
Chronic pain syndromes affect high percentage of the
population, therefore it is likely that such syndromes
may confound reports of statin myalgia. Thus, we
sought to compare the occurrence of chronic pain
between patients taking statins who later developed
myalgia with those who did not.

Methods: This study included 112 statin-treated
patients that were followed at the Lipid Center in
Tel-Hashomer Hospital - 56 of whom were diagnosed
with Statin Associated Muscle Symptoms [SAMS] and
56 patients who were not. Questionnaires were used
to assess diagnoses of fibromyalgia, pain intensity,
functional impairment, anxiety and depression in the
study population.

Results: Patients with statin myalgia were more
likely to fulfil the diagnostic criteria for fibromyalgia
than patients without stating myalgia (11 vs. O,
respectively). Patients in the SAMS group also
exhibited higher levels of anxiety and depression
in comparison with the control group. Female sex,
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scoring in Brief Pain Inventory pain intensity, and a
Hamilton level indicative of an anxiety disorder were
found to be significant predictors for fibromyalgia in
patients suffering from stating myalgia.

Conclusion: A significant percentage of patients who
were thought to suffer from statin myalgia fulfil the
diagnostic criteria for fibromyalgia, depression or
anxiety disorder. Detection of these patients and
treatment of their primary pain or psychiatric illness
may prevent unnecessary cessation of effective
statin therapy.

THREE SETS OF RECOMMENDATIONS FOR
PSORIATIC ARTHRITIS IN 2 YEARS: WHAT
DIFFERENCES OR ADVANTAGES?

C. SELMI

Rheumatology and Clinical Immunology, Humanitas Clinical

and Research Center, Milan. BIOMETRA Department,
University of Milan

The ultimate goal of modern medicine is a
personalized approach being tailored on the single
patient, i.e. tailored, based on a finely tuned definition
of the immunogenetics, epigenetics, microbiome, and
biomarkers, to maximize results and minimize risks
particularly of new biologics and small molecules,
as in rheumatoid arthritis. While this may appear
as an overambitious goal, we should note that our
current genotyping capacity, the proteomic tools,
and the examples of rheumatoid arthritis and other
autoimmune diseases are strongly supporting the
likelihood of the success of this hypothesis. Indeed,
biomarkers are central to this pathway and the
paradigm of anti-nuclear and anti-citrullinated
peptide antibodies should be discussed. Among
individual factors around which to tailor the patient
management are sex and age, with gender-medicine
finally becoming central to the research agenda.
Over the past three years there have been efforts
from three scientific entities, i.e. the European
League against Rheumatism (EULAR), the group for
research and assessment of psoriasis and psoriatic
arthritis (GRAPPA) and the American College of
Rheumatology (ACR). These efforts have resulted in
three sets of recommendations for the treatment
of psoriatic arthritis (PsA) which differ in several
ways, particularly in the way to assess and treat
this multifaceted condition. Indeed, compared to
rheumatoid arthritis, patients with PsA oftenmanifest
extra-articular affections which often include skin
and nail psoriasis as well as comorbidities.

PsA and skin psoriasis represent a continuum in
the spectrum of chronic inflammatory diseases.
Mainly secondary to chronic inflammation and to
the increased prevalence of obesity, there is a strict
link between these conditions and the metabolic

05-07 Anpwiou 2019

Portaria Hotel, MAAL0

syndrome which obviously impacts the clinical
phenotype, treatment response, and ultimately
outcomes, including survival. Most recently, the
group for research and assessment of psoriasis and
psoriatic arthritis (GRAPPA) reported a systematic
review on the comorbidities of psoriatic diseases
and is producing specific recommendation for the
screening and management of patients.

While we believe that the ACR recommendations
are of limited use in Europe due to the less
stringent criteria for drug prescription and
reimbursement in the US, a comparison of the
EULAR and GRAPPA recommendations is of help in
decision-making. In both recommendations, PsA
is represented as a heterogeneous disease to be
treated with conventional synthetic DMARDs, such
as methotrexate, and targeted therapies including
biotechnological agents targeting IL12/IL23, IL17,
TNFalfa and the targeted synthetic small molecule
against PDE4. Common grounds include major
over-arching principles and the role of physical
therapy and NSAIDs as well as the recognition of
an expedited route to more advanced treatments
based on negative prognostic factors. Differences
between the two sets are largely due to the different
processes of the recommendation development,
particularly the strictly rheumatological viewpoints
within  EULAR and the inclusion of a large
dermatological component with GRAPPA which also
includes members from Countries worldwide. In the
case of GRAPPA, each patient with PsA is arrayed
according to the dominant domain and the 6 domains
include skin and nail psoriasis, enthesitis, dactylitis,
arthritis, and axial disease. Updates of both sets of
recommendations are awaited in the next months.

HARMONIZATION OF AUTOANTIBODY
DIAGNOSTICS: INTRODUCING ICAP AND EASI
APPROACHES

N. BIZZARO

Laboratory of Clinical Pathology, San Antonio Hospital,
Tolmezzo. Azienda Sanitaria Universitaria Integrata di Udine,
Italy

Standardization and harmonization are
complementary tools to achieve higher testing
quality in laboratory medicine. Both are of great
relevance and are strongly needed in autoimmune
diagnostics, due to the impressive advance in basic
researchand technological development observed
in this diagnostic field in recent years that has
led to theintroductionof many new testsandnew
analyticalmethods. It is, therefore, essential that
this stronginnovativethrust istranslatedinto clinical
practicein a coordinatedway, to avoidconfusionand
the risk ofpotentiallyharmfulerrorsfor the patient.
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Harmonization of procedures and behaviors should
include all the phases of the testing process, such
asappropriateness of test requests, autoantibody
terminology and adoption of uniform nomenclature
for laboratory tests,definition of test profiles
and diagnostic algorithms and, harmonization
of data reporting and criteria for interpreting
immunoserological results.

The antinuclear antibody (ANA) harmonization
process involves many factors including the starting
dilution, the choice of the clinically relevant titer,
and diagnostic algorithms (such as when and which
confirmatory tests should be performed in the
presence of a positive ANA result or even in the
presence of anegative ANA test when an autoimmune
rheumatic disease is strongly suspected).

Uniform terminology is needed also in the
description of the ANA-IIF patterns. Toward that
end, the initiative of the International Consensuson
ANAPatterns (ICAP) looks very helpful especially
because the consultation is readily and freely
available online at the www.ANApatterns.org
website, and can be donevery quickly, even during
the reading at the microscope stage. With this on-
line program it is possible to get information on the
different patterns, the target antigens corresponding
to the autoantibodies that may produce that given
pattern, and their clinical associations.

The European Autoimmunity Standardization
Initiative (EASI), was founded in 2002 to facilitate
communication between laboratory specialists
and clinicians to get the best information out of
the lab results. Currently, 19 European nations
are joining this forum group. EASI has published a
general practice guide to autoimmune diseases, has
developed recommendations for the assessment
of ANA in autoimmune rheumatic diseases and
for ANCA measurement in the diagnosis of ANCA-
associated vasculitis. In addition, a recent document
by EASI provides criteria and minimal requirements
for accreditation of immunology laboratories.

These initiatives could be the starting steps to
achieve a wider consensus and a closer interaction
among stakeholders in the path of autoimmune
diagnostics harmonization, to enhance clinical
effectiveness and provide greater patient safety.

A6
OPTIMIZED DIAGNOSTICS STRATEGIES FOR ANA
DIAGNOSTICS - ICAP AND BEYOND
M. MENDE
EUROIMMUN a Perkin Elmer company
The international consensus on standardized
nomenclature of human epithelial cell (HEp-2 cell)
patterns in indirect immunofluorescence (ICAP,
www.anapatterns.org) defines fifteen nuclear
patterns, nine cytoplasmic patterns and five mitotic
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patterns which are relevant for the diagnosis of
various autoimmune diseases. Furthermore, the
consensus stipulatesthat autoantibodies detected
by indirect immunofluorescence on HEp-2 cells
should be confirmed by additional monospecific
tests. Two new immunoblots have been developed
for multiparametric autoantibody characterization.
The EUROLINE ANA Profile 23 provides multiplex
confirmation and differentiation of the most
important ANA in systemic autoimmune diseases.
This broad profile is the first confirmatory assay
to cover all of the nuclear patterns defined in the
ICAP consensus. The test antigens comprise dsDNA,
nucleosomes, histones, SS-A, Ro-52, SS-B, RNP/Sm,
Sm, Mi-2_, Mi-2_, Ku, CENP A, CENP B, Sp100, PML,
Scl-70, PM-Scl100, PM-Scl75, RP11, RP155, gp210,
PCNA and DFS70.

The EUROLINE Cytoplasm Profile allows parallel
detection of autoantibodies against 10 cytoplasmic
and mitochondrial antigens that give rise to some
of the cytoplasmic patterns described in the ICAP
consensus. The antigens compriseAMA-M2, M2-3E,
ribosomal P-proteins, Jo-1, SRP, PL-7, PL-12,EJ, OJ
and Ro-52. This profile is the most comprehensive
assay for detection of cytoplasmic and mitochondrial
autoantibodies. Since cytoplasmic antibodies are
difficult to recognize in IIFT in some cases, their
monospecific detection is of particular importance.
The immunoblot is optimally performed in parallel
to the IIFT HEp-2 screening to avoid overlooking any
cytoplasmic antibodies present.

The EUROLINE system is highly suited for
monospecific differentiation and characterization
of autoantibodies, offering a multiplex format, ease
of use and automatability. As the classification
system matures, the profiles can be easily adapted,
for example by supplementing them with important
new antigens. Notably, the EUROLINE is the most
frequently used ANA confirmatory test in various
national quality assessment schemes, reflecting
its exceptional quality and successfulapplication in
clinical diagnostic laboratories.

The ICAP statement is an on-going process which
will be adapted in the future based on feedback from
clinicians. The long-term goal is to develop it into a
global standard for the reporting of autoantibodies
on HEp-2 cells.

A major concern is the standardization of assays. It
has been reported and has also become ohvious from
quality assessment schemes that the quantitative
and qualitative agreement of results obtained by test
systems based on different methods and provided
by different manufactures is not optimal. Several
standardization initiatives exist independently of
each other but to find the best approach remains
challenging.
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MYOSITIS - COMPREHENSIVE MULTIPLEX
ANALYSIS AND INNOVATIVE MARKERS

M. MENDE
EUROIMMUN a Perkin Elmer company

Idiopathic inflammatory myopathies (IIM) are
characterised by a diverse range of autoantibodies,
many of which are themselves rare and typically
occur in isolation.Diagnosis of myositis s
challenging due to rarity of the diseases, the varying
clinical presentation and the possibility of overlap
syndromes. An |IM diagnosis, moreover, necessitates
targeted screening for associated underlying
tumours.The determination of myositis specific
antibodies (MSA) and myositis associated antibodies
(MAA] can significantly reduce the time to diagnosis,
with multiparametric testing ensuring the highest
serological detection rate.

In suspected cases of myositis, patient sera
are serologically investigated using indirect
immunofluorescence test (IIFT) on a substrate
combination of HEp-2 cells and primate liver, with
confirmation of results by monospecific tests. Since
antibodies against the cytoplasmic antigens are
sometimes not clearly detectable with IIFT, parallel
performance of the screening and confirmatory
test is recommended. Immunoblots are an ideal
confirmatory method, as they enable many different
antibodies to be monospecifically detected
simultaneously. Line blots fitted with individual
membrane chips allow antigens with widely differing
properties to be combined on one test strip, enabling
profiles to be assembled according to the disease
application, regardless of the antigens involved. The
EUROLINE Autoimmune Inflammatory Myopathies
16 Ag contains the antigens Mi-2a, Mi-2B, TIF1y,
MDAD5, NXP2, SAE1, Ku, PM-Scl100, PM-Scl75, Jo-1,
SRP, PL-7,PL-12, EJ, OJ and Ro-52 on one test strip.
The autoimmune inflammatory myopathies profile
described here is the most comprehensive line blot
for myositis antibodies. It is anticipated that ongoing
research will identify further novel autoantibodies in
myositis, enabling the diagnostic net to be expanded
further. The role of specific myositis autoantibodies
as predictors of disease course and therapy
responses is also being explored.

Sporadic inclusion body myositis (sIBM is) a rare
form of IIM. It is a degenerative autoimmune disease
of muscle, with inflammatory infiltrates and inclusion
vacuoles. Clinical manifestations of sIBM are muscle
weakness and atrophy, preferentially affecting the
guadriceps femoris and the wrist and finger flexors.
The disease is chronic and slowly progressive,
leading to severe disability.

sIBM is difficult to distinguish from other IIM. Cases
that are suspected on clinical grounds are currently
confirmed by muscle biopsy. However, some of the
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typical histological features are not detectable in
up to 30% of patients. Diagnosis may be assisted
by determining autoantibodies against the skeletal
muscle antigen cytosolic 5'-nucleotidase 1A [(cN-
1A, also known as Mup44 or NT5C1A). Anti-cN-1A
autoantibodies are currently the only knownserum
marker for sIBM. Due to their high specificity, their
detection can in particular aid the differentiation
of sIBM from other muscle diseases such as PM,
DM, necrotising myopathy, muscular dystrophy or
myasthenia gravis which is critical due to different
treatment regimes.Anti-cN-1A testing can play a
valuable role in securing an early diagnosis and
reducing the number of muscle biopsies per person.

LA28 AUTOIMMUNE NEUROLOGICAL DISORDERS
- BIOMARKERS AND DIAGNOSTIC TOOLS

D. JAGER
EUROIMMUN a Perkin Elmer company

Many disorders of the central and peripheral nervous
system are associated with autoantibodies directed
against intracellular onconeuronal antigens or
against neuronal cell surface antigens. The detection
of these autoantibodies in serum or CSF is of major
importance for diagnosis. Due to the connection with
various malignant diseases their disclosure often
initiates tumour search. Many autoantibodies against
neuronal surface proteins have been discovered just
recently. They canbe easily identified by monospecific
analysis using indirect immunofluorescence based
on transfected human cell substrates. In laboratory
practice these antibodies are found three times more
often than antibodies against intracellular targets,
which used to be investigated primarily. Among all
antineuronal parameters analyzed in laboratory
practice, reactivity against glutamate receptors
(type NMDA] is detected most frequently. Since
some anti-neuronal antibodies occur only relatively
rarely, multiparameter testing is favoured over
selective or sequential analysis to avoid diagnostic
gaps. In laboratory practice (clinical immunological
reference laboratory Prof. Stocker, Liibeck) this
strategy enhances the serological hit rate compared
to targeted analysis and often provides a fast and
reliable, sometimes even life-saving diagnosis. For
the investigation of autoantibody profiles multi-
parametric test systems (biochip mosaics and
immunoblots) with native and recombinant antigenic
substrates can be used.
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AUTOIMMUNE PERIPHERAL NEUROPATHIES

AND THE ROLE OF ANTIGANGLIOSIDE ANTIBODY

TESTING

J. BOUCRAUT'?, E. DELMONT?, K. CONRAD*,
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°> GA Generic Assays GmbH, Dahlewitz/Berlin, Germany

®Institute of Biotechnology, Faculty Environment and
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Senftenberg, Germany

Peripheral immune-mediated neuropathies are
a diverse group of rare neurological illnesses
characterized mainly by nerve damage. Leading
morphological features are in most cases nerve fiber
demyelination or a comhination of axonal damage
and demyelination.

There has been remarkable progress in the clinical
and electrophysiological categorization of acute
(fulminant, life-threatening) and chronic (progressive/
remitting relapsing) immune-mediated neuropathies
recently. For acute immune-mediated neuropathies
often referred to as Guillain-Barré syndromes,
several serological markers including autoantibodies
to gangliosides and sulfatide have been employed
successfully in clinical routine. However, the
serological diagnosis of chronic variants such as
chronic inflammatory demyelinating polyneuropathy
(CIDP) or multifocal motor neuropathy has not yet
been evolved satisfactory. The common CIDP and
various atypical variants thereof demonstrate a
wide variety of clinical phenotype and response
to treatment. Therefore, serological diagnostic
markers could assist in the differential diagnosis of
these variants and particularly in the stratification
of patients regarding better treatment response. In
general, a majority of patients respond well to causal
therapy that includes intravenous immunoglobulins
and plasmapheresis. As second line therapy options
biologicals (e.g., rituximab) and immunosuppressant
or immunomodulatory drugs may be used when
patients do not respond adequately.

Save for electrophysiological and morphological
makers, autoantibodies against glycolipids or
paranodal/nodal molecules have been recommended
as candidate markers for immune-mediated
polyneuropathies. The progress in autoantibody
testing in immune-mediated polyneuropathies has
significant implications on the stratification of such
patients and their treatment response.
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NOVEL ASPECTS IN THE GENETICS OF SLE

C. PERRICONE, FU. CECCARELLI, GU. VALESINI,
F. CONTI

Lupus Clinic, Reumatologia, Dipartimento di Medicina Interna
e Specialita Mediche, Sapienza Universita di Roma

Systemic Lupus Erythematosus (SLE) is a chronic
multifactorial inflammatory condition, prototype of
autoimmune diseases. The cause of SLE is unknown
to date. However, it has been demonstrated a
complex interaction between genetic, environmental,
hormonalandimmunologicalindisease pathogenesis.
The genetic basis of lupus has not yet been fully
clarified and only 15% of the genetic contribution
to the disease has been identified so far. Mostly,
these genes code for proteins potentially involved in
important pathogenetic pathways and seem able to
modulate the phenotypic expression of the disease.
We evaluated the association of polymorphisms in
genes of immunity with susceptibility for SLE and the
possible association of these polymorphisms with
the clinical course and disease phenotype. Notably,
we have revealed for the first time an association
withHCP5, TRAF3IP2 and Mir1279a polymorphisms.
We also confirmed the role of other important genes
in the pathogenesis of the disease, such as STAT4
and IL10, and through genotype-phenotype studies
we built a risk model for pericarditis in SLE.

Our data improve the knowledge on the pathogenesis
of the disease and may be critical in unravelling novel
treatment strategies for patients with SLE.

LA31

CURRENT TREATMENT ON PEMPHIGUS
P.GIDAROKOSTA

Department of Dermatology and Venereology. University of
Thessaly Medical School, Larissa Greece

The term of Pemphigous includes a number of life
threading autoimmune blistering diseases whose
the main characteristic ismucocutaneous blisters
as a consequence of acantholysis.The treatment of
Pemphigus includes the use of corticosteroids which
remains the first line drugs on promoting healing of
blisters and erosions. Corticosteroids have improved
overall mortality, but the use must be patient-
tailored in order to avoid adverse effects of therapy.
As a second line therapy are intended the so-called
Steroid-sparing immunosuppressant  drugs.This
groupcontains azathioprine ,mycophenolate and
cyclophosphamide and must be considered in all
cases of serious adverse effects of corticosteroids.
Always keep in mind that they also may have serious
side effects, including life-threading infection. If first
and second line drugs don't promote healing of the
skin a third group of heterogeneous drugs must be
considered.Dapsone, intravenous immunoglobulin
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and rituximab can be a valid alternative in medical
choises.

LA32

PTREATMENT OF BULLOUS PEMPHIGOID:
CURRENT THERAPEUTIC STRATEGIES

A. GRAVANI, E. ZAFEIRIOY, P. GIDAROKOSTA, P.
SIOMOU, A.-V. ROUSSAKI-SCHULZE

Department of Dermatology, University Hospital of Larissa,
Larissa, Greece

Bullous pemphigoid (BP) is a serious acquired
autoimmune subepidermal blistering disease of the
skin and mucous membranes.

Tense bullae leading to erosions, eczematous
orurticarial lesions, itching, erythema, often not all
of them coexisting, consist the main clinical features.
Its pathophysiology is mediated by autoantibodies
targeting hemidesmosome structural proteins
(mainly BP180, COL 17 and BP 230) leading to an
inflammatoryreactionatthe dermoepidermaljunction
resulting in subepidermal blistering. Diagnosis
is confirmed by findings from histopathological
examination and direct immunofluorescence.

The disease has been significantly associated with
neurological disorders but occasionally also with
underlying neoplasms, other autoimmune diseases
and use of certain drugs (e.g. furosemide, gliptins).
Since it typically affects the elderly, its treatment
can be challenging, taking into account possible
comorbidities, along with the potential side effects
related tothe medication used for therapeutic
purposes.

The disease was considered life threatening before
the use of corticosteroids, due to loss of fluids,
electrolyte imbalance or severe infections, especially
in cases with extensive skin lesions.

As far as today, corticosteroids remain the
cornerstoneof BPtreatment. Takingintoconsideration
the potential side effects along with the possible
existing contraindications of long term corticosteroid
use, other drugs (e.g. immunosuppressants such as
azathioprine, methotrexate, mycophenolatemofetil)
have been tried as corticosteroid-sparing agents but
also as adjunctive treatment for refractory cases.
We make an attempt to evaluate current therapeutic
strategies, on the basis of the consensus for the
treatment of BP ( European Dermatology Forum
with EADV-2015), the recent updates concerning
treatment regimens andthe observations from our
clinical experience.
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THE ADDED CLINICAL VALUE OF ANA TESTING
K. TSALIMALMA

General Hospital "LAIKO" Athens, Department of Immunology.
Athens, Greece

Antinuclear autoantibodies (ANA) are the most
frequently prescribed autoantibody test used to
assess the likelihood of a systemic autoimmune
rheumatic disease (SARD) diagnosis. ANA immune
fluorescence (lIF) pattern and titer are considered to
be of added clinical value related to other methods
of ANA detection. With the use of the HEp-2 cell
substrate, well defined IIF patterns to nuclear,
cytoplasmic and mitotic antigens are shown to be
helpful in determining the probable autoantibodies
present andgive indication on the type of rheumatic
disease. The major advantage of this technique
lies in the insights the patterns provide for specific
autoantibodies and their clinical associations as well
as being a multipurpose tool for discovery of novel
biomarkers.Screening for ANA by IIF is recommended
to be followed by confirmatory testing of positive
findings by different assay techniques.

Over the last couple of decades awareness has
increased that the added value of autoantibody
detection is not limited to diagnosis but further
extends to prediction, prognosis and prevention
of autoimmune manifestations. The study of
Arbuckle et al in 2003 demonstrates that specific
ANA (anti-dsDNA,-SSA,-SSB, -Sm,-RNP) precede
clinical manifestations and eventual diagnosis.
Autoantibodies to nuclear proteins SS-A and/or
SS-B are one of the criteria of Sjoegrensyndrome
diagnosis and  classification. However in
asymptomatic pregnant women after the delivery of
a baby with cardiac block, these autoantibodiesmay
predict the development of sicca syndrome, SLE or
undifferentiated connective tissue disease.

The emerging technologies on automated immune
fluorescence, multiplexed autoantibody arrays and
point of care detection methods allow with small
sample volumes the rapid detection and autoantibody
profiling of SARD patients for diagnostic and
prognostic purposes. Applications including those
techniques that would provide assessment of the
risk of disease progression are likely to enter clinical
practice in the next decade.

MEASURE, MEASURE, MEASURE: THERE IS
ALWAYS SOMETHING OUT THERE

A.BROTIS

Department of Neurosurgery, General University Hospital of
Larissa, Larissa, Greece
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Introduction: Knowledge should flow and be
disseminated so that it can be shared and later used
in other research studies. The ability to develop
a research project and write a scientific paper is a
constantly ongoing and improved learning process,
together with professional health-related care. Data
recording is a crucial part of research methodology,
should be very well structured, followed and
described in detail.

Material-Methods: We performed a selective
literature review in the pertinent Medical Literature,
using as mesh terms the words “research
methodology”, “data recording”, “study design”,
“biostatistics”, and “bioinformatics”. The search was
limited in English, and in the period from December
2010 to December 2018. The data synthesis was
categorised in five sections: “evidence-based
medicine”, “research ethics”, “aims and study design”,
“types of error”, and “data recording”.

Results: Data acquisition and research methodology
should be very well structured, followed, and properly
described in every scientific work. That is particularly
true in the era of evidence-based medical care. In
every case, the primary investigator should assure
the basic ethical background are pursued, including
harmonization with the Good Clinical Practices
Guidelines and Helsinki Declaration of Human Rights,
approval from the Ethics in Research Committee/
Institutional Review Committee of the Institution,
acquisition an informed consent. Data should be
recorded having in mind clearly defined aims and
objectives and feasible study design. Every effort
should be paid to minimize systematic errors and
bias. On the contrary random error should be limited
by properly estimating the sample size of the study.
The recorded data should always include the patient
unique identifier, the dependent and independent
variables, and a limited number of confounders.
Finally, a few tips and tricks are provided to maintain
high research quality.

Conclusions: Data recording is the systematic
registration of scientific observations and forms the
foundations of science.

WHAT CAN WE LEARN FROM LARGE DATA
BASES?

H. AMITAL

Center of Autoimmune Diseases ‘R Department of Medicine
‘B, Sheba Medical Center, Tel-Hashomer, Israel

The increasing use of computerized medical records
has turned the clinical data of the entire population
available for epidemiological research. The
increasing accessibility to this data mandates careful
adaptions of ethical guidelines regarding handling of
clinical data. But it also grants a unique opportunity
to explore the clinical nature of health and disease
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in large populations that include all the stratums of
society, of all socioeconomical levels, ethnicities and
geographical locations regardless to their vicinity or
distance to tertiary care centers.

Analysis of large data bases gives us the
opportunity to learn the public's behavior towards
medical services and to investigate how medical
interventions overtime affect outcomes. Interaction
between different comorbidities can also be better
understood by large population studies.

The huge numbers of patients involved in these
studies sets a good model of multivariate analysis,
a statistical tool that following proper population
adjustments underlines the true independent
associations between different conditions.
Nevertheless, the limitations of these studies should
be remembered such as inbuilt imprecisions of
diagnoses, incompleteness of the medical data and
the basic fact that these databases were initially
planned for clinical and not investigational use.

CANNABINOIDS FOR THE TREATMENT OF
RHEUMATIC DISEASES - WHERE DO WE STAND?

H. AMITAL

Center of Autoimmune Diseases ‘R Department of Medicine
‘B'. Sheba Medical Center, Tel-Hashomer, Israel

As medical use of cannabis is increasingly growing
worldwide, a better understanding of the medical and
hazardous effects of this drug is imperative. The pain
associated with rheumatic diseases is considered
a prevalent indication for medicinal cannabis in
various countries. Thus far, preliminary clinical trials
have explored the effects of cannabis on rheumatoid
arthritis, osteoarthritis and fibromyalgia; preliminary
evidence has also found an association between the
cannabinoid system and other rheumatic conditions,
including systemic sclerosis and juvenile idiopathic
arthritis. The potential medicinal effects of cannabis
could be attributable to its influence on the immune
system, as it exerts an immunomodulatory effect on
various immune cells, including T cells, B cells and
macrophages. However, the available evidence is
not yet sufficient to support the recommendation of
cannabinoid treatment for rheumatic diseases.
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AITTEAOINOYAQY - ABANATOY EAH
Peupatondyos, Tpikaia

AAEZIOY IDANNHZ

Enpendntis A’ Maveniotnpakn KAwikA
Peupatofoyias kat KAwvikns Avooofoyias,
M.I".N. Adpioas, Atbdktwp, Tunpa latpikns,
Mavenothpio Beaoanias

ANTQONOIOYAOY - KAAIOYAH XPIZTIANA
AleuBuvipia Tpnpa Avooodoyias, IM.N. Nikaias
«0 Aylos MNavieAenpwv»

BAIOMOYAOX rMQProx
MaBondyos - Peupatoddyos, Opdupos KaBnyntns
MaBonoyias, latpikn Ixofn E.K.IM.A.

BAPAA - AEYBEPIOTH MAPIFOYAA
BionaBofdyos, t. Luvt. AleuBuvipia,
TuhApa Avooonoyias - lotocupBatdétntas,
I"N.A. <EAeva BeviZénou - Ade§avopax»

BAPNA APETH
Empenntpla B, Peupatondyos,
I".N. Beaoaniovikns «Aylos Mavdos»

BAPYTIMIAHZ XOKPATHZ
KaBnyntis OpBonatdikns, Tunpa latpikAs,
MNaveniothpilo Beaoanias

BAZIAOMOYAOZ INANNHX
Enikoupos KaBnyntrs Blofoyias,
latpikn ZxoAn Maveniotnpiou Matpwv

BAAXOXPIXTOMOYAOY KONXTANTINA
Ei&ikn Noondeutpla Wuxikns Yyeias TE,
Mpoiotapévn Mavematnpiakhs Wuxiatpikns
KAwikns, M.I.N. Adploas

BAYXO0Y MAPIANA
KaBnyntpla Aktuvodlayvwotikns, Tunpa latpLkas,
MNaveniothpilo Beooanias
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FTAPYOAAAOX AAEETANAPOL
KaBnynths MaBodoyias - Peupatodoyias,
latpikn Ixonn A.M.8., AieuBuvtis A MaBoAoyikns
KAwvikns, .N.6. «Innokpdtelo»

FEPMENHZ ANALTAZIOZ
KaBnynths Epyaotnplakns Avoagofoyias,
TuhApa latpikns, Maveniothplo Beooanias

FEQPIIAAHZ AXIAAEAX
Peupatofdyos, Alddktwp E.K.M.A. kat Mapiaiou

FEQPIIOY EYAITEAIA
Peupatofdyos, Tpikada, Ynowhpila Atddktwp,
Tuhpa latpikns, MNaveniothplo Beooanias

FEQPrIOY LOOIA
KaBnyntpla Aeppatonoyias, latpikh Ixofn
Maveniotnpiou Matpwv

FEQPIOYAH AEZIMOINA
Eidikeudpevn Neuponoyias, Neupofoytkh KAwvikA,
M.r.N. Adpioas

FMAAPOKQXTA NMOAYZENH
Abdktwp, Empedntpla ELY A”,
Aeppatofoyikn Kawvikn, MN.IN. Adpioas

FTKANTAPAZ ANTQNHZ
6° eths Qouttntis A.l.6.

FKOA®INOMOYAOZ XMYPIAQN
EnwpeAntns EXY, Nepponoyikh KAvikn,
M.r.N. Adpioas

F'KOMA OANH
Wuxondyos, YnelBuvn MNpageiou,
MNepupepelakd E.0.AY. Bopeiou EARGdos

FOYAEXZ ANAPEAX

Enwotnpovikds Xuvepydtns, Peupatoidyos,

KAwvikn kat Epyaotiplo MaBodoyikns Quatodoyias,
latpikn Ixonin E.K.M.A.
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M.r.N. Adpioas

FPAMMATIKOIMOYAQOY MAPIA

Néktopas Awatpopns kat Alattodoyias,

Tuhpa Awatpopns kat Alatpogponoyias, ARegdvbpelo
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A |
AAOYIHX AHMHTPHZ

AvanAnpwths KaBnynths MaBoAoyias -
Peupatonoyias, latpikh Xxodnh MNaveniothpiou Matpwv,
Maveniotnpiakn MaBoAoyikn KAvikn - Peupatofoyikd
TuApa, M.C.N. MNatpwv

AEMETZOZXZ KQONZTANTINOZ

KaBnynths Qappakeutikhs Navotexvodoyias
E.K.MN.A., Mpéedpos tns EAANvikAs Entotnpovikis
Etaipeids @appakeutikwv Enotnpwv (EQE)

AAPAIQTHX EYBYMIOX
Enikoupos KaBnyntis Neupodoyias,
Tunpa latpikns, Mavenothpo Beaoadias

AHMHTPOYAAL 6EOAQPOL
Enikoupos KaBnyntis Peupatodoyias A.l.8.

AHMOIIOYAOY AEZIMOINA
E161kds MNaBoAdyos, Addktwp AlM.8.,
Akadnpaikn Ynétpogos, I'.N.8 «Innokpdtelo»

EAEZOIAOY ANTQNIA
AleuBUvipla Peupatofoyikns KAtvikns,
I".N. «AokAnnieio Boudas»

EAEYGEPIAAHL 6EOANPOL
Enikoupos KaBnyntis Negpofoyias,
TuApa latpikns, Maveniothplo Beooanias

ZAO®EIPIOY EYTEPIMH
Enikoupn KaBnyntpia Aeppatonoyias,
Tuhpa latpikns, Mavenothplo Beooanias

ZHZOMOYAOY KONZTANTINA
Noonieupia, AteuBUvipla NoonAeutikis Ynnpeaias,
M.I".N. Adpioas

ZIOrAL AGANAZLIOX
Peupatoidyos, Adploa

ZIMIMHZ APIZTEIAHZ
AvanAnpwths KaBnyntns Avatopias,
Tuhpa latpikns, Maveniothpio Beaoadias

HAIOMNOYAOX AAEZIOZ
AteuBuvtis PeupatoioytkoU Tpnpatos,
KAwikn «NIMTZ »

KAAA®ATH MAPIA
Noaonieutpia ME, MSc, PhD, EAIM, TuApa
NoonAgutiknis, IxoAn Enotnywy Yyeias E.K.M.A.

KANAKOYAH OAQPENTIA
Opoétpn KaBnyAtpla Madiatpikns - Avooodoyias,
latpikn Zxofih A.T.6.

KANAPH BEOCAQPA

WuxoAdyos, Atbdktwp, Tuhpa latpikis,
Mavenotiplo Beooanias

KAPATIANNH KQONEZTANTINA
Eibikeudpevn Peupatonoyias, KAwvikn
Peupatofoyias kat KAwikns Avooodoyias,
M.I".N. Adpioas

KAPATZIOY MAPIA
NoonfeUtpla TE, MSc, Maveniotnpiakn Wuxiatpikn
KAwwkh, MN.I.N. Adploas



KATZIANAKOY XPIZTINA

Peupatofdyos, Tpikada

KATZIAPH XPIXTINA

AvanAnpwtpta KaBnyntpia MaBoAoyias -
Peupatofoyias, Tuhpa latpikas,

Maveniothplo Beooanias

KATZIOHE MKIKAX

Peupatofdyos, AleuBuvins Peupatofoytkns KAwvikhAs
NautikoU Noookopeiou ABnvwv

KA®AXH NIKOAITZA

BlonaBondyos, AleuBuvipia, Tunpa Avoogodoyias -
lotooupBatétntas, .N.A. «Adikd»
KAWQPITAKHZ ANAPEAL

KaBnynths laotpevieponoyias, Tunpa latpikas,
Mavenothpio Beooanias

KONTAZH OYPIANA

5° eths QoutAtpia AlMB, MaveAdnvia YnedBuvn
latpikns Eknaidsuons HelMSIC

KOYI'KAZ NIKOAAOX

Enwkoupikds EnwpeAntis B, Maveniotnpakh
Peupatofoyikn KAwvikn, Ma.l.N. HpakAgiou
KOYPKOYNH EYAITEAH

Enkoupikds latpds, I'.N. Kapbitoas
KOYTPOYMIMAZ ABANAZIOL

Peupatoidyos, BéAos, Aibdktwp, TuApa latpikns,
Maveniothplo Beooanias
KOYTZOIMEQPIONMOYAOY AOYKIA
Peupatofdyos, Empedntpia A” ELY, Maveniotnpiakh
KAwikn MaBoAoyikAs @uatodoyias, M.N.A. «Adikd»
KQXTOMOYAOY 6OMAHZ
DuaikoBepaneutpla TE, MSc,

Tuhpa QuotkoBepaneias, M.1.N. Adpioas
KQZITOMOYAOY XPIXTINA

Ewdikeudpevn Aeppatonoyias, M.M.N. Adploas

AIAKOZ MANATIQTHEZ

AvanAnpwths KaBnyntis latpikhs Bloxnpeias,
TuhApa latpikns, Maveniothplo Beooanias
AIAXKOZ XPHITOX

Axkabnpadikés Ynétpogos, Tunpa latpikas,
Mavenothpio Beooanias

AIOZHX E*TAMATHEZ - NIKOAAOZ
KaBnynths MNaBoroyias - Peupatofoyias,
AleuBuvtis Peupatofoyikou Tuhpatos,
latpikh Ixonn Maveniotnpiou Matpwov
AYNTZEPH ATTEAIKH

Peupatofdyos, AteuBuvipla ELY, Peupatofioyikh
KAwikA, F.N.A. «[". lfevvnpatds»
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MAKPH PENA

MNaBoAdyos, Adploa

MAAITA AIKATEPINH

NoonAeutpia, lpageio Exknaideuns, MN.I.N. Adploas
MANQAOIOYAOY BAIA

NoondeUtpia TE, MSc, PHD®, Mpoiotapévn
MNaveniotnpiakns Mveupovonoytkns KAwikns,
M.I".N. Adpioas

MAYPAIANNH KAEIQ

AvanAnpwtpla KaBnyntpla latpikns Ixodns E.KIMA.
MAPOI'IANNH XPYZA

Eldikeudpevn latpds Neuponoyiknhs KAwvikAs,
M.IN. Adploas

MAYPO®OPOY ANNA

Nopikds, Emotnpovikés Tuvepydns,

TuhApa latpikns, Maveniothplo Beooanias
MOZIOY AIOPITZA

E16ikn NoondeUtpla MaBodoyias TE, MSc,

TuhApa Enetyéviwy Meplotaukwy, M.1.N. Adploas
MOYZTOY EYH

Aeppatoidyos - Appobdiolondyos
MMAIPAMOIAQOY ANAPONIKH

NoonAeutpla, YnelBuvn Aeppatofioyikns KAvikns,
M.I".N. Adpioas

MMOrAANOX AHMHTPIOZ

Avunpéedpos Luvedpiou, AvanAnpwtis KaBnyntis
MNaBofoyias kat Autodvoowv Noonpdtwy,

TuApa latpikns, Maveniothplo Beooanias,
AteuBuvtns, KAwvikh Peupatofoyias kat KAvikns
Avooonoyias, MN.I'.N. Adpioas

MMOYPA NANATIQTA

Opdétpn KaBnyhtpia MaBodoyias - KAwvikAs
Avooodoyias Al.8., Avunpdedpos E.E.A.

MIMPOTHZ AAEETANAPOX
Neupoxelpoupyos, M.I".N. Adploas

N |
NIKAZ ZNYPIAQN
Peupatondyos, lwdvviva

NIKOAAOY XPYZOYAA

BionaBondyos, KaBnyntpia BionaBodoyias -
Avooonoyias, latpikn Ixodn EK.IMA.,
AeuBuvipla MikpoBlofoytkou Epyaotnpiou,
M.C.N.A. «<AIFINHTEIO», Méfos A.X. EAAnvikAs
Etawpeias Avooonoyias

NTABAPH NIKH
Eidikeudpevn Aeppatofoyikns KAvikns,
M.I".N. Adpioas
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NTAIAIANA ZQH
KaBnyntpia OpBonatdikns, Tunpa latpkns,
Maveniothplo Beooanias

o
OIKONOMOY KONZTANTINOX
laotpeviepondyos, Adploa

n__________________________ |
MATKOMOYAOY EAENH

Eidikeudpevn KAwvikns Peupatodoyias
kat KAwvikns Avooodoyias, M..N. Adpioas

MAKAZ IDANNHZ
Peupatofdyos, Adploa

MAMAAAKH EAENH

E1diknh NoonAeUtpla Xepoupytkns TE,
Maveniotnpiakh OpBonatdikh KAwvikn,
M.I.N. Adproas

MAMAAIATKA MAPIA

Wuxiatpos, Enpentpla A” Wuxwatpikhs KAwvikAs,
MN.I".N. Adpioas, Enwotnpovikh Luvepydtns,

TuhApa latpikns, Maveniothplo Beooanias

MAMOYTZAKH MAPINA
EnwpeAntpla EXY, Noookopeio Appobdiciwy
R Acppaukwv Néowv «Avbpéas Zuyypos»

MAMAAHMHTPIOY AAETANAPOX
Opdupos KaBnyntis Neupodoyias,
TuhApa latpikns, Maveniothplo Beooanias
MAMAAOIOYAOY AIKATEPINH
Aeppatoidyos, ABAva

MATZATZH AIKATEPINH
AvanAnpwtpla KaBnyAtpla Aeppatoioyias A.MN.8.

MAYAIAHZ AEQNIAAX
Enwoupos KaBnyntAs MNAaotikns Xelpoupyikns A.M.6.

MAYAITOY - TEZIONTZH AIKATEPINH

BlonaBoAdyos, t. Luvtoviotpla AteuBuvtpla
Tuhpatos Avooodoyias - latoouppatétntas,
I".N.B. «Manayswpyiou»

MOAITOY MAPIA

Aeppatondyos - Appobialoidyos, Enpedntpa B,
A’ Naveniotnplakn Aeppatofoyiki Kawvikn EKMA.,
Noookopeio Appodioiwy R Aspuatikdav Néowv
«Avbpéas Zuyypds»

NMOTAMIANOX ZMYPIAQN

KaBnyntas laotpevieponoyias,

Tuhpa latpikns, Maveniothplo Beooanias,
AteuBuvtis laotpevieponoyikns KAwvikns,
M.I.N. Adproas

MPATZIAQOY - TKEPTZH NMOAYZENH
Addktwp latpiknas, Engtnpovikn Zuvepydns,
Maidlatpikd Avooonoyikd kat Peupatodoyikéd
Kévtpo Avapopds, A’ Madatpikh KAwvikn AlM.6.,
I".N.B. «Innokpdtelo»

NMPOBATAZ ANTQNIOZ
Eibikeudpevos Neupofoyikns KAtvikns,
MN.I".N. Adpoas

PAAAH XTYAIANH
AteuBuvipla EXY, Neupofoyiki KAwvikn,
M.I".N. Adpioas

PHIOMNOYAOY EIPHNH

AvanAnpwtpla KaBnyntpia MaBoAoyias, Tuhpa
latpikns, Maveniothpio Beooanias

PIKOX AHMHTPIOX

Eibikeudpevos Neupodoyias, M.M.N. Adpioas

POYZXAKH - SCHULTZE AITEAIKH - BIKTQPIA
KaBnynhtpla Aeppatonoyias, Tuhpa latpikns,
Mavenothplo Beaaadias, AleuBuvipla
Aeppatodoyikhs KAwvikns, MN.I.N. Adploas

: |
LAKKAX AAZAPOXL

Mpoéedpos Luvedpiou, Opdtipos KaBnynths
MaBodoyias - Peupatodoyias, Tuhpa latpikns,
Mavenwothpio Beooanias

LAPANTOIMOYAOX AAEEANAPOL

MaBoAdyos - KAwikés Avogondyos, Mevikds
lpappatéas EAAnvikns Etaipeias Avooofoyias

IFANTZOX MAPKOX
AvanAnpwths KaBnynthis Avatopias - latopias tns
latpikns, Tunpa latpikns, Mavenotpio Beooanias

IFOYPOIOYAOY BAZIAIKH

MNadiatpos, Akadnuaiknh Yndtpopos
Mawopeupatonoyias, A’ Madatpikn KAwvikA AMN.6.
LAOYKOY EYAITEAIA

Eidikn NoonAeutpia MaBonoyias TE, MSc,

lpageio Eknaideuons Noondeutikns Ynnpeoias,
M.I".N. Adpioas

ZIArKPH AIKATEPINH
Peupatoidyos, Entgtnpovikn Luvepydtns
A’ MNaBoAoyikhs KAwiknas, I.N.B. «Innokpdteto»

LIMOIMOYAQOY 6EOANPA

Peupatondyos, Enpedntpla B, Peupatofoyikh
KAwikn, M.I.N. Adploas

ZIOMOY MAPAXZKEYH

EnweAntpla A” Aeppatofoyias, MN.I'.N. Adpioas

LODIAOQY NMAPBENA

Ewdikn Noondeutpia MaBonoyias, Mpageio
Exnaideuons NoonAeutikns Ynnpeoias,
M.I".N. Adpioas

LTAYPOINOYAOX EYOYMIOX

Mp. AleuBuvtis Peupatofoyikns KAtvikns,
Nautiké Nogokopeio ABnvay,

Adaktwp Maveniotnpiou lwavvivwy

55



2TEDANIAHZ IQANNHX

Koopnhtopas Ixodns Enotnpwy Yyeias,

Tuhpa latpkns, Mavermothpio Beaoadias,
KaBnynths MaBoAoyias - Nepporoyias,

Tuhpa latpkns, Mavermothpio Beaoadias,
AleuBuvtins Negpodoyikns KAwvikns, MN.I.N. Adpioas

IMEAETAL MATOAIOL
KaBnynths latpikns Avooodoyias, TuApa latpikns,
Mavenothpio Beooanias

IOTHPIAAHX AHMHTPIOX
Opodtpos KaBnyntis Aeppatofoyias -
Agpobialofoyias A.l.6.

TEFOYZH MAPIA
NoonfeUtpla, Peupatodoyikh KAwvikn,
M.r.N. Adpoas

TEPAIMIMAKOY AMOXTOAIA
Noonfeutpia TE, Maveniotnpiakn Aeppatofioytkn
KrAwkA, M.I.N. Adploas

TPAXANA MAPIA
AvanAnpwtpla KaBnyntpia MatdiatpikAs -
Madiatpikns Peupatodoyias A.M.6.

TPONTZAZ NMANATIQTHZ
AieuBuvtis Peupatofoyikou Kévtpou,
"'N.N.B8.A. «H Zwtnpia», Mpdedpos EMEMY

TXAAAMAKH XPIZTINA

EnweAntpla B, Movada KAwvikns Avoconoyias

kat Peupatonoyias, B Maveniotnpiakh MNaBodoyikh
KAwikn, F.N.A. «Innokpdtelo»

TZAAIMAAMA KAAAIPOH

Addktwp latpikhs Ixofns E.K.M.A., BlonaBoAddyos,
AieuBuvipla ELY, Tpnpa Avooodoyias -
lotooupBatétntas, .N.A. «Adikd»

TZIAMAAOQOY MNMAPALIKEYH

Noonfeutpla TE, MSc, PhD, Mpoictapévn
Mavenwotnplakns Peupatofoyikis KAvikns,

M.I.N. Adpioas

TZIFAPA XTAYPOYAA
Noonfeutpla, Npageio Eknaideuns, M.I.N. Adploas

TZIMOYAHX AHMHTPIOZ
EnwpeAntns EXY, Neupofoyikn KAwvikA,
M.r.N. Adpioas

TZIMOYPTOY BAIA

AteuBlvtpla EXY, Neupofoyiki Kavikn,
M.I.N. Adpioas

TZIOETAKH NIKH

AleuBuvipla, Peupatodoyiké Tuhpa,
AteuBivtpia MaBodoyias, I'.N. lwavvivwy
«I. Xat¢nkwaota»
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TZIPOITANNH AAEEZANAPA
BionaBoAdyos, AteuBUvtpla Entotnpovikd

kat Atotkntukd YnedBuvn Tuhpa Avooodoyias -
lotooupBatdtntas, I'.N.A. «O EuayyeAiopds»,
Mpoéedpos EARnvikAs Etalpeias Avooonoyias

OANOYPIAKHZ ANTQONHX
Peupatoidyos - Enpednths B,
KAwikn Peupatonoyias, I'.N. «AokAnnieio BouAas»

OYAAKTOY AZHMINA

AleuBUvipla EBvikoU Mepipepelakou Kévipou
lotooupBatétntas - Tuhpatos Avoooroyias,
I".N.8. «Innokpdtelo»

OOTIAAOQY XPIETINA

Aeppatoidyos, Akadnpaikn Yndtpogpos

B’ Mavenotnpiakhs Aeppatofoyikhs KAwvikns AlM.6.
®OTOZ NIKOAAOX

NoonAeutas MNE, MSc, PhD, Enikoupos KaBnynths,
TuApa Noonfdeutikns, ZxoAn Emotnpwy Yyeias
EKIMA.

XAAKIAQY ZOOIA

Wuxonodyos Yyelas, MNepupepelakd E.O.AY
Bopeiou EARdSos

XAPANA AIKATEPINH

Nopikés, NoonAgUtpua, AteuBivipia Noondeutikns
Ynnpeoias, .N. BéAou «AxiAdonoUielo»
XAZAINH BAZIAIKH

Aeppuatoidyos - Appobialondyos,

AleuBuvipla Aeppatoioyikis KAwvikAs ELY,
Noookopeio Agpobioiwy R Aspuatikdv Noowv
«Avbpéas Luyypos»

XATZH MAPIA

Noaondeutpla Aopwewy, M.I.N. Adpioas
XATZHIEQPTI0Y F'EQPIIOX

KaBnyntAs Neuponoyias Maveniotnpiou Kunpou
kat Maventotnpiou Beaoadias
XATZHAHMHTPIOY KQONXTANTINA
Tayuatdpxns YyetovopikoU Noondgutikns (YN),
404T.X.N. Adploas

XATZHEYZTPATIOY ANAXTAZIA
Noondeutpia ME, MSc, PhD, Kapbioxeipoupytknh
Evtatkn Movdsa, I.M.N.A. «H Ayia Zogpia»
XATZHETYAIANOY MAPIA

Opdéupn KaBnyhtpia Madiatpikns - Avogodoyias A.6.
XONAPOAHMOY IQANNA

Eidikeudpevn Aeppatonoyias, M.I.N. Adploas
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NMANQ AMNO 7 ETH ANNOAEAEITMENHZ
AMNOTEAEEMATIKOTHTAZ XTH PA, ME ri XQPIZ MTX'

H eruihoyn yia acBeveic pe PA, nou xpeidzoviai
Biohoyikn Bepaneia kal dev pnopouv va AaBouv n
gival miBavov va diakéPouv tn Begpansia pe MTX’

To RoACTEMRA SiaBgtel ekietapévn, KMVIKA EUMEIPIO 0OQOAEIOC KOl OVEKTIKOTNTAC
og pakponpabfeoun xopiynon dvo twy 7 £tmv, otn Peupatoeidn ApBpitida’

RoActesnrn 20 magdml nusod el yeo popoosun Sokipbos npes dyosn T ditogn AU AREROWEETD OvEpansies ool pe GCA
RoActamna 162 mg ddhugsd o Seon of RpoyEyiopi oopnia s 0w ERCE TO i o

Mire T ouwvrpmypipnon cvarpiEne omy NXN o0 mpokivios sou Sorfllesn oo exiemripe

Mepaitepu nhrpogopses Sarleem and o Koo me Ao Kiedopopio: sotinn

altnand.
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RoActemra 20 mg/ml Tukvé SidAupa yia TTapaoKkeur SIaAUPOTOG TTPOg £yXuo.
Mukvo SidAupa yia Tapackeur dIAAUPOTOG TTPOg €yxuon (oTeipo TTukve didAupa). Ai-
auYEG £wg IPIGICoV, GxpwHo £wg uTTokiTPIVO didAupa. MMoloTikr Kal TToooTIKA ouvBeon:
KaBe ml Trukvou SiaAUpartog Trepiéxel 20 mg tocilizumab*. KaBe @ioAidio Trepiéxel 80 mg
tocilizumab* oe 4 ml (20 mg/ml). KéBe @iaAidio repiéxel 200 mg tocilizumab* og 10 ml
(20 mg/ml). Kabe piaidio Trepiéxel 400 mg tocilizumab* g 20 ml (20 mg/ml).

* £EavBPWTTOTTOINUEVO HOVOKAWVIKG avTiowua 106Tutiou IgG1 katd Tou avepwrivou
uTrodoxéa TG IVTEPAEUKivnG-6 (IL-6), To oTroio TTapdyeTal oe KUTTapa wobrkng Kivé-
{ixou kpiknToU (CHO) pe Texvoloyia avaouvduaopévou DNA. ‘EkSoxa pe yVwoTég
Opdoeig: Kabe @iaAidio Twv 80 mg trepiéxel 0,10 mmol (2,21 mg) varpio. Kabe @iaAidio
Twv 200 mg Trepiéxer 0,20 mmol (4,43 mg) varpio. KaBe @iaAidio Twv 400 mg TTEPIEXE!
0,39 mmol (8,85 mg) varpio. lNa Tov TTARPN KaTaAoyo Twv ekdOXWV, BA. TTapdypago 6.1.
4.3 Avtevdeigeig: YTrepeuaiobnaia oTn dpacTIKK ouadia 1 o€ KATTOIO aTrd Ta EKOOXT TTOU
avagépovTal aTnv Trapdypago 6.1. Evepyég, coapég Aoipwées (BA. TTapdypago 4.4).
4.4 EDIKEG TTPOEISOTIOINCEIG KOl TIPOPUAGEEIG KaTd TN Xperion

IxvnAaoigoTnta: Mpokelpévou va BEATIWOET N IxvNAQGIUOTNTA TwV BIOAOYIKWY PAPUAKEU-
TIKWV TTPOIOVTWY, Ba TTPETTEI VO KATAYPAPETAI JE CAPAVEID N EUTIOPIKN OVOUACIa Kal O
apIBAG TTAPTIBAG TOU XOPNYOUHEVOU TTPOIGVTOG OTOV QAKEAD TOU a0BeVOUG. NOINWEEIG:
‘Exouv ava@epBei coBapég kal OpIoHEVEG POPEG AoIWEEIG e Bavatneopa £kBacn ot
0aoBeveig TTou AapBAvouv avooOoKATAOTOATIKOUG TIAPAYOVTEG GUUTTEPIAGHBAVOUEVOU
Tou RoActemra (BA. Trapdypago 4.8, avemBUunTeg evépyeieg). H aywyr ue RoActemra
Oev TTPETTEN v apXilel o€ aoBeveig Ue evepyég AoIwEEIS (BA. Trapdypago 4.3). Edv évag
aoBevrg avarTugel coBapn Aoipwen, n xopriynon Tou RoActemra Ba TrpéTrel va Sioko-
el péXPI va eAeyXBei n Aoidwén Tou (BA. TTapdypago 4.8). O1 eTrayyeAUaTIEG TOU TOpEX
UYEIOVOIKAG TTEPIBOAYNG Bar TTPETTEN va €EETALOUV TTPOTEKTIKG TO EVOEXOUEVO XOPNyn-
ong Tou RoActemra o€ aoBeveig e 10TOPIKG AOIHWEEWY TTOU UTTOTPOTTIAOUV 1) XPOVI-
WV AOIHWEEWV ] PE UTTOKEINEVEG VOOOUG (TT.X. EKKOATTWHATITIOA, dIaATNG Kai didueon
TIVEUHOVOTIABEIQ), O oTToiEG EVOEXETAN VO TTPOKAAOUV OTOUG aoBeveiG TTpodidBeon yia
AoIPWEEIG. ZuvioTdTal n eTTaypUTIVNON Yia TNV €ykaipn didlyvwan coBapig Aoipwgng ot
aobeveig TTou AapBavouv BioAoyikég BepaTreieg yia PETpia Ewg cofapr) PA, cuoTnuaTiki
NIA 1) ToAuapBpikr) NIA, dedopévou OTI Ta ONEIC KAl Ta CUPTITWHATA TNG OSEIaG PAEY-
HOVAG evOExeTal va ival pelwpéva, Ayw kataoToAg TG avtidpaong ogeiag gdong. O
emdpdoelg TG tocilizumab otn C-avridpwoa Tpwrteivn (CRP), Ta oudeTepOPIAa Kal T
onpeia Kal CUPTITWHATA TNG Aoipwéng Ba TTPéTTel var AapBdvovTtal uTrown oTav geTade-
TaI évag aoBevAg yia evOeXOpevn Aoiuwén. Mpétel va divovTal odnyieg oToug aoBeveig
(oToug oTToioug cupTrEPIAAUBAvOVTal oI VedTePOl aoBeveig Pe ouoTnuaTikr) NIA i TToAu-
apBpikr) NIA TToU pTTOpEi VO gival AlyOTEPO IKAVOI VA QVAPEPOUV T GUNTITWHATA TOUG)
Kal 0TOUG YoVveig/kndepoveg Twy aoBeviwv pe ouotnuatikr) NIA /i roAuapBpikn NIA, va
ETTIKOIVWVAOOUV GUECT HE TOV ETTAYYEAUOTIO TOU TOPEQ UYEIOVOUIKAG TTEPIBOAYNG HOAIG
EUPAVIOTOUV CUNTITWHOTA TTOU UTTOSNAWVOUV AOiHwEN, TTPOKEINEVOU Vo DIACQOAIOTE
n apean agloAdynon Kai n katdAAnAn Bepatreia. Pupatiwon: OTwG cuvioTATal Kal Yic
AaMeg Biohoyikég Beparreieg TG PA, Tng ouoTtnuatikrg NIA kai Tng TToAuapBpikig NIA,
ol aoBeveig TTPETTel va egeTadovTal yia Aoipwén améd Aaveavouoa upuariwon (TB) Tpiv
amd TV évapén TG aywyng Ye RoActemra. 2Toug aoBeveig pe AavBavouoa gupatiwon
(TB) TTpéTTel va Xopnyeital n KaBlepwpévn avTIHUKOBOKTNPIDIaKN BepaTTeia TTpIv aTTé TV
€vapén Tng aywyng ue RoActemra. YTTevBUpideTaI 0TOUG GCUVTAYOYPAPOUG IATPOUG O Kiv-
SUVOG WEUSWG PVNTIKWY ATTOTEAETUATWY OTN SOKIJacia SEPUATIKNAG QUUATIVNG Kal
OTIG AIMOTOAOYIKEG ESETATEIG TNG IVTEPPEPOVNG-YAHHA VIO TN QUHATIWGT, IDIAITEPT
og aobeveig ol otroiol eival coBapd dppwaTol 1 avoookateoTaApévol. O aoBeveig Ba
TIPETTEl va kaBodnyoUvTal va avadntoUV IaTpIKr) CUMBOUA £GV Ta EVOEIKTIKA yIO TN QUHA-
Tiwon onUEA/CUPTITWHOTA (TT.X. ETTIHOVOG BrAXOS, OTTWAEIX BAPOUG, XaUNAGG TTUPETOG)
TrapaTnEoUVTaI Katd T SIGpKela 1y PETA Tn BepaTreia ye RoActemra. Eravevepyottoinan
1I0YEVWVY AOIMWEEWV: H eTTavevepyoTroinan 1oyevwv AoIHwéewy (T1.x. 16 nrraTindag B)
£xel ava@epBei o€ PBloloyikég Bepatreieg yia T PA. Ze kAIVIKEG PeAETeG pe tocilizumab,
amokAgioTnKav o1 aoBeveig Trou diayvwobnkav BeTikoi otV nTTaTimda. EmiTAokég g
EKKOATTWHATITIOAG: MEPIOTATIKG SIGTENONG EKKOATILOHOTOG WG ETTITTAOKEG TNG EKKOATTW-
patindag dev £xouv avapepBei ouxva e To RoActemra oe aoBeveig pe PA (BA. TTapdypa-
®0 4.8). To RoActemra Ba TIPETTEI VO XPNOIKOTIOIEITAI PE TIPOCOXT| OE AOBEVEIG HE TTPON-
YOUHEVO ITOPIKG EVTEPIKOU EAKOUG F EKKOATTWHATITISAG. O aoBeveig TTou TTapousiadouv
GUNTITWHOTA TTOU TNIBAVWIG UTTOSNAWVOUV ETTITTAOKEG EKKOATTIWHATITIDAG, OTTWG Eival TO
KoINIoKG GAYOG, N alpoppayia fi/kal o avegrynTeg JETABOAEG TwV CUVNBEILWV TOU EVIEPOU
O€ CUVOUAOHO HE TTUPETO Ba TIPETTEN Vo agloAoyouvTal GUETT yia TV éykaipn didyvwon
TNG EKKOATIWUATITIONG, N OTToiC EVOEXETAI VA OXETICETAI PE SIGTPNON TOU YAOTPEVTEPIKOU
owArva. AvTIopdoeig uTTepeuaiodnaiag: ‘Exouv avapepbei cOBOPEG aVTIDPATEIG UTTEPEU-
aloBbnoiag oxeTI{Opeveg We TNV éyxuon Tou RoActemra. (BA. Tapdypago 4.8). TéToieg
QVTIOPACEIG UTTOPE VA €ival TTo EVTOVEG Kal TTIBavov Bavarn@opeg o€ aoBeveig TTou
£x0Uv EKONAWOEI avTISPAOEIG UTTEPEUAITONTIOG KaTA TN JIGPKEI TIPONYOUHEVWY EyXU-
GEWV OKOUN Kal av £X0uv AdBel TIpoBepaTTeia e OTEPOEISH Kal QVTIOTAUIVIKG. MPETTel va
eival S10B€aiun n KataAANAn BepaTreia yia GUeon Xprion OTNV TTEPITITWOT AVAQUATKTIKIG
avtidpaong Katd Tn Bepareia pe RoActemra. EGv exdnAwBei avaguAakTikr avTidpaon
A GAAn coBapr| avtidpaon utrepeuaiodnaiag/ cofapr avtidpaon OXeTI(OUEVN HE TV
€yxuon, n xopriynon Tou RoActemra 6a TrpéTel va SlakoTTei dueca Kal 1o RoActemra
va SlakoTTel povipa. Evepyr) nTraTikr) vooog Kal NTraTikr) duoAemoupyia: H Bepatreia pe
RoActemra, iSiaitepa dTav xopnyeital Tautoxpova ue MTX, evOEXETaI va OXETICETaI JE QU-
€non TwV NTTOTIKWY TPAVOTUIVOOWY, ETTOPEVWG, N BEpaTTEID a0BEVWIV PE EVEPYN NTTATIKA
V000 1) NTTaTIK) SUCAEITOUpYIa TTPETTEI VO €EETACETAN TIPOCEKTIKA (BA. Trapaypdpoug 4.2
Kkal 4.8). AGENON NTTOTIKWY TPOVOOIVAOWV: Z€ KAIVIKEG SOKIPEG, TIapOdIKEG 1) SIaAETTOU-
OEG ATTIEG KAl PETPIEG AUEATEIG TWV NTTATIKWV TPAVOAUIVOOWY OvVAPEPBNKAV TUXVA HE
aywyn pe RoActemra, xwpig e¢éNign o€ nramikr BAGBN (BA. TTapdypago 4.8). Maparnpn-
BnKe augNUEVN CUXVOTNTA TWV AUERCEWY QUTWY KOTA TN XPrion duvNTIKA NTTOTOTOSIKWY
@appdkwy (r.X. MTX) og ouvduaoud pe 1o RoActemra. Otav evdeikvutal KAIVIKG, Ba
TIPETTEl va AapBdvovTtal uTroyn Kal GAAeG EETACEIG TNG NTTATIKAG AEIToupyiag oupTTE-
phapBavopévng TG XoAepubpivng. H évapén Tng aywynig pe RoActemra oe aobeveig
pe augnuévn apivotpavoeepdon Tng aAavivng (ALT) 1) aoTTOPTIKY auIVOTPOVOPEPAON
(AST) > 1,5x ULN Ba TrpéTTel var eEeTALETaN TIPOOEKTIKG. Z€ aoBeveiG Pe apxikr Tiun ALT
A AST > 5x ULN, 8¢ ouvioTaral n opriynon ng aywyng.

210ug aoBeveig pe PA Ta eTtireda Twv ALT kai AST TTpéTTel va TrapakoAouBoUvTal KEBe
4 e 8 eBOOPAdES TOUG TIPWITOUG 6 rVES TNG BepaTTEag Kal OTn CUVEXEID KGBE 12 efd0-
pAdeg. Mo CUVIOTWHEVES TPOTTOTTOINCEIG S00NG HE BATN TIG TPAVOAUIVACES, BA. TTapd-
ypago 4.2. Na augnoeig NG ALT 1} Tng AST > 3 — 5 x ULN 110U £X0UV £TIBERaIWOET aTTd
eTTavaAapBavOUEVeG eEETATEIG, N aywyn) Je RoActemra TTpéTTel va SIaKOTTEN.

Zroug aoBeveig pe ouoTnuaTiki NIA kal Toug aoBeveig pe TToAuapBpiki NIA, Ta eTite-
Sa Twv ALT kai AST Trpétrel va TapakoAouBoUvTal aTn SeUTepn €yXUOn KOl PETETTEITO
GUpgwva pe TNV opbr| KAIVIKA TTPAKTIKA, BA. TTapdypa@o 4.2. AIHATOAOYIKEG dlaTapayEg:
‘Exouv Trapatnpneei PEIOEIG TOU apIBUOU TwV OUSETEPOPIAWY KAl TwV AINOTTETOAIWY
HETE TN xopriynon 8 mg/kg tocilizumab oe ouvduaoud pe MTX (BA. TTapdypago 4.8).
MiBavov va utrdpxel augnpévog Kiviuvog OUSETEPOTIEVIAG OE AOBEVEIG TTOU €X0UV Ad-
Ber TTponyouUpevn aywyn pe aviaywvioTr Tou TNF. Ze aaBeveig Trou dev éxouv AdBel
Tponyoupevn Bepatreia pe RoActemra, n évapén Tng dev ouvioTdTal o€ aoBeveig pe
ammoAuTO apIBUG oudeTePOPIAWY (ANC) xaunAdTepo amo 2 x 10%1. H évapgn Tng aywyng
pe RoActemra o€ aoBeveig pe xapnAd emiteda algoTTeETOAIWY (apIBpd aigoTTETaAIwY Xa-
UNASTEPO amrd 100 X 10%/ul) TTPETTEN VOt yiveTal PE TIPOTOXH. A€V GUVIOTATAI N CUVEXION TG
Beparreiog oe aoBeveig Tou epgavifouv ANC <0,5 x 10%1 1/ apiBud aipoteTaAiwy < 50 x
10%ul. H coBapry oudeTepoTrevia TOAVOV va OXETICETal PE augnuévo Kivduvo coBapwv
NoIHWEEWY, av Kal SeV UTTAPXE! EEKABAPN CUTXETION PETASU TNG PEIWTNG OUDETEPOPIAWY
Kal TNG EPPAVIONG CORaPWY AOIUWEEWY O KAIVIKEG SOKIUEG e To RoActemra péxpi on-
Hepa. ZToug aoBeveig pe PA Ta ouSETEPOPIAT Kal T QUPOTTETAAIC Ba TIPETTEN VA TIAPAKO-

AouBoUvTar 4 pe 8 eBSOPASES UETA TNV Evapen TNG BEPATTEING KAl TN GUVEXEIR CUUQWVA
HE TNV KaBiEpwEVN KAIVIKR TIPOKTIK. [0 CUVIOTWHEVEG TpOTTOTTOINTEIG dOONG WE Bdon
Tov ANC Kai Tov apiBpé aipotreTahiwy, BA. Trapdypago 4.2. Z1oug aoBeveig Ye cuaTNHO-
TIKA NIA kot Toug aoBeveig pe TToAuapBpikr) NIA Ta oudeTEPOPIAT KaI T AIJOTTETGAIC Bat
TIPETTEN VO TIapakoAouBoUvTal 0T SEUTEPN £yXUOT KOl UETETTEITA CUNPWVA PE TNV 0pBH
KAVIKA TTpaKTIKr, BA. Trapdypago 4.2. AmSIKEG TTapdpEeTpoI: Augrioeig oTig ATTISIKEG TTa-
POPETPOUG, CUNTTEPIAUBAVOEVWY TNG ONKAG XOANOTEPOANG, TG XOHNANG TTUKVATNTAG
Amrotrpwreivng (LDL), Tng uynArg TrukvéTnTag Amotrpwreivng (HDL) kai Twv TpIyAUKe-
pIdiwv TrapaTtnprBnkav ot aobeveig TTou EAaBav aywyn pe tocilizumab (BA. Tapdypago
4.8). Z1nv TTAsloyn®ia Twv aoBevwv, Sev UTIMPEE AUENON TwWY ABNPWHATIKWY SEIKTWY Kal
ol aUgAOEIG TNG OAIKAG XOANCTEPOANG aVTOTTOKPIBNKAY OTN BEPaTTEIR E AVTINTTISAIMIKOUG
TrapdyovTeg. 2Toug acbeveig pe ouatnuatikr) NIA, roAuapBpikri NIA kai PA n agioAéyn-
on Twv ATTIBIKWY TIOPOPETPWY TTPETTEI Va TIpaydaToTTolEiTal 4 €wg 8 eBOONAdES YETA
TNV évapén g Bepareiag pe RoActemra. H Siaxegipion Twv aoBevwv TipéTel va yiveTal
OUPQWVA WE TIG TOTTIKEG KAIVIKEG KATEUBUVTAPIEG YPOUHES VIO TN DIAXEIpIon TNG UTTEPAITTI-
Saipiag. NeupoAoyIKEG DIATAPOXES:

O yioTpoi TTPETTE Va gival O€ ETTAYPUTIVAN VIO CUUTITWHATA TTOU THBaVWG UTTOSNAW-
VOUV €vapgn KEVTPIKWY OTTOUUEAIVWTIKWY diaTapaxwv. H TOaveTnTa ERQAviong Kevipl-
KiG amopueAivwong pe To RoActemra gival dyvwoTn eTi Tou TrapévTog. KakonBeia: O
Kivouvog KakonBelag eival augnuévog oe aoBeveig pe PA. Ta avoooTpoTroTroinTIkG @ap-
HOKEUTIKG TTPOIOVTal EVOEXETAI VO QUEHOOUV ToV Kivduvo kakorBelag. EpBoAiacpoi:

Ta gpBoONa aTTé JwvTeg 10UG Kal Ta RO atrd e§aoBevnuévoug JuvTeG 100G DeV TIPETTEI
va xopnyoUvTal o€ cuvduaopd pe To RoActemra, KaBWG N KAIVIKF) GOPAAEIR eV €XEI ETTI-
BeBaiwBei. Ze pia TuXaIOTIOINPEVN PEAETN QVOIXTAG ETIIOAUAVONG, EVANKEG OOBEVEIG E
PA U6 Beparreia pe Roactemra kat MTX ATav IKQvoi va avaTiTUgouV dia oTToTEAEOHOTIKA
aTIaVINON, N OTIoI ATAV CUYKPICIUN PE TNV ATTAVINGN Twv 0oBevVWY UTTO Bepartreia pe
MTX povo, kai aTa dUo epBoAia 1600 Tou 23-SUvapou TToAucaKkyapIdIkoU epBoAiou Tou
TIVEUHOVIOKOKKOU 600 Kal Kol Tou €UBOAIOU yiao Tov TOEoEIdr TETavo. ZuvioTaTal GAol o
aoBeveig, 1B1aiTepa o1 aobeveig pe ouotnuarikr NIA kai of aoBeveig pe ToAuapBpikry NIA
va €Xouv OAOKANPWOEI OAEG TIG AVOCOTIOINCEIG TOUG CUNPWVA WE TIG IGXUOUCEG 0BNYieg
yia TV avoooToinon, TIpIvV TV évapén Tng Beparreiag pe RoActemra. To SiGoTnUa PETAgU
TwV ePBoNloUWY Pe WvTeg 100G Kal TG évapgng TnG BepaTreiag pe RoActemra Trpérel
va gival GUPIPWVO KE TIG ITXUOUTEG 08nYieg Tou EUBOAIGHOU GXETIKA E TOUG OVOOOKO-
TaoTaATikoUg TTapdyovteg. Kapdiayyelakog kivduvog: O1 aoBeveig pe PA £xouv augnuévo
KivOUVO EUPAVIONG KAPDIAYYEIOKWY SIOTapaxwV Kal TIPETTE va YiVel Dlaxeipion Twv Tra-
PAYOVTWY KIVOUVOU TTOU QVTIUETWTTI(OUV (TT.X. UTTEPTAOH, UTTEPAIMISaINIa) WG KEPOG TG
ouviBoug TrepiBaAYNg. Zuvduacuog Pe aviaywvioTég TNF: Aev UTIGpXEl EPTTEIpIO OTTO
N xprion Tou RoActemra o€ ouvduacopo pe aviaywvioTég TNF A GAAeG BioAoyikeg Bepa-
Tieieg o€ aoBeveig pe PA, aoBeveig pe ouotnuarikr NIA rj aoBeveig pe TToAuapBpikr NIA.
Aev ouvioTdral n Xprion Tou RoActemra o€ guvduaoud pe GAAOUG BIOAOYIKOUG TTapayo-
v1eg. Narpio: To TTapov gapuakeuTikd Tpoidv repiéxel 1,17 mmol (1) 26,55 mg) vartpiou
ava péyiaTn 66on 1200 mg. Na AapBavetal utrown oméd aobeveig TTou akohouBouv Siaita
He eAeyxopevn TroodTnTa vatpiou. O1 d6oeIg pIkpoTepeG ammd 1025 mg auTol Tou pap-
HOKEUTIKOU TTPOIOVTOG TTEPIEXOUV AlyoTepO attd 1 mmol vaTpiou (23 mg), dnA. eival ouot-
aoTIKd “eAeUBepo varpiou”. MadiaTpikdg TTANBuouos: AoBeveig e cuaTnuaTiki NIA:
To alUvdpoyo evepyotroinong Twv Hokpo@dywv (MAS) eival pia goBapr atreIAnTIkn
yia T qwr) Siatapayr Tou PTTopei va epgaviodei oe aoBeveig pe ouotnuariki NIA. Ze
KAIVIKEG Sokipég, n tocilizumab dev éxel peAeTnBEi o€ aoBevei katd TN SiGpkela evog
€TTEI000I0U EVEPYOU GUVOPOUOU EVEPYOTIOINONG TWV HOKPOPAywv. 4.8AVETTIOUUNTEG
evépyeieg: AoBeveig pe PA: Z0voyn Tou TIpo®iA aopdaAeiag: O1 o ouxvd avagpepo-
Heveg avemBupnTeG evépyeieg (ADR) (eppavion o€ TTo000T6 = 5%Twv aoBevwv UTTO Be-
paeia pe tocilizumab wg povoBepareia fi oe cuvduaopd pe DMARDS) ftav Aoipwéeig
TOU QVWTEPOU OVATIVEUOTIKOU CUCTAUGTOG, PIVOQapPUYYiTIda, KepaAaAyia, uTrépraon Kal
augnuévn ALT. O1 o coBapég avemBupnTeg evépyeleg (ADR) ATav ol coBapég Aoipw-
EeIG, 01 ETTITTAOKEG TNG EKKOATIWUATITIONG Kal ol avTIdPAoEI§ uTrepeuaiabnoiog. AcBeveig
pe PA: H aogpdheia Tng tocilizumab €xel diepeuvnBei Eow 4 EAEYXOUEVWV UEAETWOV PE
€IKOVIKO @appako (UEAETES II, 11, IV kai V), 1 peAETNG eAeyxopevng He MTX (WeAétn ) kau
OTIG TTEPIGdOUG TTapdTachg Toug (BA. TTapdypago 5.1).

H dITTAG TUQAR eAeyxOpEvn TTepiodog ATav 6 prveg o€ TEooePIG MEAETEG (UeAETeG |, I, IV
Kal V) kot HEXPI 2 XpOvia a€ piat JEAETN (MEAETN IT). ZTiG SITTAG TUPAEG EAEYXOMEVEG MEAETEG,
774 aoBeveig AduBavav 4 mg/kg tocilizumab oe ouvduaopéd pe MTX, 1870 aobeveig
AapBavav 8 mg/kg tocilizumab o€ ouvduaoud pe MTX rj GAAa TPOTTOTTOINTIKG TNG VO-
oou avTIpEUaTIKG pdpuaka (DMARDs) kai 288 aoBeveig AdpBavav JovobepaTreia pe
8 mg/kg tocilizumab. Ztov TTANBucud pakpoxpodviag ékBeong cupTrepAapBavovtal GAol
ol aoBeveig, ol otroiol éAaav TouhdyioTov pia 5éon tocilizumab, eite otV JITAG TUPAR
€AeyXOUEVN TTEPIODO 1) TNV AVOIKTAG ETTIOAKAVONG QACH TIAPATACNG TWV HEAETWV. ATIO
Toug 4009 aoBeveig oe auté Tov TTANBUCO, 3577 €éhafav Bepatreia yia TOUAdXIGTOV 6
urveg, 3296 yia TouAdyioTov 1 xpovo, 2806 éAafav Bepatreia yia TOUAGKIOTOV 2 XPpO-
via kal 1222 yia 3 xpévia. O1 ADRs Trou TrapatiBevial otov Mivaka 1 Tapouciddovial
KOTG KOTNYOPIEG OPYAVOU CUGTAKATOG KAl GUXVOTNTOG, TIOU 0pifovTal XPNOIHOTIoIWVTAS
Ta akélouBa KpIpia: TTOAU ouxvég (21/10), ouxvég (21/100 €wg <1/10), Ox1 OUXVEG
(21/1.000 £wg <1/100), omavieg (>1/10.000 £wg <1/1.000) rj TTOAU oTravieg (<1/10.000).
EvTtog KGBe KaTnyopiag ouxveTNTag EUPAVIONG, O AVETTIBUKNTES EVEPYEIEG TTOPATIBEVTOI
Kkaté @Bivouca ogipd coBapdtTag. Mivakag 7. SUvoywn rwv ADRS TTou TIapousIdaTnkav
oe aoBeveig pe PA TTou AduBavav focilizumab wg povoBepartreia 1 o€ oUVOUOOUO pE
MTX i @&Ma DMARDs oTn SITTAG TUQAY| eAeyXOpevn Trepiodo
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ZuptrepIAapBavel augioeig TTou oUAAEyovTal wg WEPOG TNG OUVABOUG €PYacTNPIOKMS
TrapakoAouBnong (BAETTIW To TTAPAKATW KEIUEVO).

NOIPWEEIG : ZTIG BUNVICiEG EAEYXOPEVEG PEAETEG TO TTIOTOOTO GAWV TWV ACIHWEEWY TTOU
avagépBnkav pe aywyn 8 mg/kg tocilizumab oe cuvduaopé pe aywyr pe DMARD Atav
127 oupBdapata avd 100 aoBevoét ae alykpion pe 112 oupBapara ava 100 acBevoén
oTnVv opada TTou éAafe €Ikovikd @Aappako padi pe DMARD. ZTov TTANBUGUO HOKPOXPOVI-
ag €kBeang, T0 GUVOAIKO TT000OTS TwV AoIpwEewy e RoActemra ritav 108 cupBauara
avé 100 aoBevoétn ot £kBean. ZTig Bunviaieg EAEYXOHEVES KAIVIKEG HEAETEG, TO TTOOOOTO
Twv goBapwyv Aoiuwsewy pe 8 mg/kg tocilizumab o cuvduaopd pe DMARD Arav 5,3
oupBdauaTa avd 100 aoBevoétn €kBeong oe olykpion pe 3,9 gupBaparta avé 100 aoBe-
VOETN €kBeaNG oV opdda Trou EAaBe ekovikO @Appako Hadi pe DMARD. 1 peAémn
HovoBepaTTEiag To TTOC00TO Twv CoPBapwv Aoipwgewv Atav 3,6 cupPduara avé 100
aoBevoiTn ékBeong otnv oudda tocilizumab oe olUykpion pe 1,5 oupBdapara ava 100
aoBevoiTn €kBeong oTnv opdda TTou éAaBe MTX.

210V TTANBUOHOG POKPOXPOVIaG £KBEONG, TO CUVONIKG TTOCOOTO TWV GORUPWV AOINWEEWY
(BOKTNPIOKWYV, IOYEVWV Kal MUKNTIOOIKWY) ATav 4,7 cupBapata avd 100 aoBeveic- €.
211G ooBapég AIMWEEIG TTOU avapéPBNKaV, OPICUEVEG HE ATTOTEAECA BAvVATO, CUPTIEQI-
AapBdvovTal evepydg QuUUATiWaN, N OTTOIa PTTOPET VO EUPAVIOTET E EVOOTIVEULOVIKN 1
EGWTTVEUHOVIKF) VOOO, ETTEURATIKEG TIVEUHOVIKEG AOIUWEEIG, CUPTTEPIAAUBAVONEVNG TNG
KavTIvTioong, acTrepyiAAwaong, KOKKISIOEIBOUUKNTIOONG Kal TIVEUROVIag jirovecii , TTveu-
povia, kutTapinda, TG {WOTAPAG, YOOTPEVTEQITION, EKKOATIWUATITION, onyaiyia Kai
BakTnpiakr) apBpinda. AvagépBnkav TTEPITITWOEIG EUKAIPIOKWY AOIMWEEWY. AiGueon
TIVEUHOVOTTABEI: H £TTNPEATEVN TIVEUHOVIKT) AEITOUpYia JTTOPET VO aUgael Tov KivOuvo
avamTugng AoIpwEEwy. YTTpEav avagpopég HETG TNV KUKAO@Oopia SIGHECNG TTVEUHOVOTTG-
Be106 (cupTTEPIAAPBAVOEVNG TNG TIVEUHOVITIOAG KAl TNG TIVEULOVIKAG iVWONG), MEPIKES EK
Twv oTToiwV EiXav Bavatn@opeg ekBdoeig. MaoTpevtepIkA diGTpnon: Katd tn didpkeia
€AEYXOHEVWV BUNVICIWV KAIVIKWY SOKIUWV, TO GUVOAIKS TTOGOOTO YaOTPEVTEPIKAG IGTPN-
ong nrav 0,26 cupBduara ava 100 acBevoétn ot Beparreia pe tocilizumab. Zrov TTAnBU-
oo pakpoxpoéviag EKBEaNG To GUVONIKG TTOGOOTO YaoTPEVTEPIKAG didTpnong Atav 0,28
oupBdauaTa avd 100 acBevoét. Avagpopég yia yaoTpevTepIKr Sidtpnon We tocilizumab
avapéPBNKaV KUPIWG wg ETIITTAOKEG EKKOATTWATITISNG, OTIG OTTOiEG GUYKATAAEyovTal N
YEVIKEUPEVN TTUWSGNG TTEPITOVITION, N JIGTPNOT TOU KATWTEPOU YOOTPEVTEPIKOU GUOTANA-
T0G, oupiyyia Kal aTréoTnUa. AvTIOPACEIG OXETICONEVEG HE TNV £yXUON: ZTIG BUNVICiES
€EAEYXOMEVEG KAIVIKEG HEAETEG, OI QVETTIOUUNTEG EVEPYEIEG TTOU OXETICOVTAI PE TNV £yXUON
(emAeypéva oupBduaTa TToU euPavioTnkav Katé Tn JIGPKEIC TNG €yxuong A eviog 24
WPWV atrd TNV €yXuon) avagépbnkav o€ TToooaTo 6,9% Twv aoBevwv TG opddag TTou
AdapBave 8 mg/kg tocilizumab og cuvduacud pe DMARD kai o€ T000aT6 5,1% Twv aoBe-
VWV NG opddag Tou AduBave eikovikd gdpuako padi pe DMARD. Ta oupBdauata Trou
avagépBnkav Katd T SIGPKEIa TNG £yxuong apopoUoav Katé KUPIO AOYO UTTEPTACIKG
emelc6dia. Ta ouuBapaTa TTou avagépBnkav evidg 24 wpwv atrd 1o TEAOG TG EyXuong
apopoucav KeQaAaAyia kal SEPATIKEG avTISPATEIS (EEGvBNua, kvidwaon). AUTEG O aveTTI-
BUUNTEG EVEPYEIEG DEV ATAV TIEPIOPITTIKEG VIO T BEPATTEID. TO TTOTOOTS TWV AVAPUAKTI-
KWV avTIOPAcEWV (01 OTTOIEG ENPAvIOTNKAV GUVOAIKG o€ 8 atmd Toug 4009 aoBeveig, To-
00716 0,2%) ATaV OPKETEG POPEG UYPNAGTEPO pE TN SGon Twv 4 mg/kg o€ GUYKpPION WE TN
560n Twv 8 mg/kg. KAvIkd onpavTikég avTiSpAoElg UTTEPEUaIoBNTIag OXETICOUEVEG HE
tocilizumab, Adyw Twv oTToIWV XPEIGOTNKE Va SIAKOTTEN N aywyr, AvaPEPBNKav GUVOAIKE
oge 56 amd Toug 4009 aoBeveig (1,4%) oToug omroioug xopnynenke tocilizumab katé Tn
SIGPKEIN TWV EAEYXOUEVWIV KOl TWV AVOIXTWY KAIVIKWY PEAETWV. AUTEG 01 avTISPATEIG TTa-
POTNEABNKAV OF VEVIKEG YPAUPEG PETAEU TNG OeUTEPNG KAl TNG TTEUTITNG €yXUONg
tocilizumab (BA. TTapdypago 4.4). AvaguAagia pe aTToTEAETHO BAVOTO avaPEPBNKE PETA
TNV adeia KuKAopopiag Tou pappdkou katd Tn didipkeia TG Bepareiag pe tocilizumab (BA.
Trapdypago 4.4). AvogoyovikdtnTta: XTI Bunviaieg eEAeyXOHEVEG KAIVIKEG DOKIUEG ECETA-
oTNKav OUVOAIKG 2.876 aoBevei§ yia avTiowpata kard Tng tocilizumab. A6 Toug 46
aobeveig (1,6%) Tou avémrTugav avTiowyata katd g tocilizumab, oi 6 Tapouaiacav pia
OXETICOUEVN IOTPIKG ONUAVTIKY avTiIdpaon uTrepeuaiodnaiag, n otoia 0dAynoe 5 am’ au-
T0UG O€ pévIun diakoT TG Bepatreiag. Tpidvta aoBeveis (1,1%) avémrTugav e§oudeTepw-
TIKG avTiowpata. AlpaToAoyikég Siatapaxég: OUDETEPOPIAQ: ZTIG BuNVIaieg EAEYXOUE-
VEG KAIVIKEG SOKILEG EUPAVIOTNKE LEIWOT) TOU APIBOU OUSETEPOPIAWY KATW attd 1 x 1091
o€ 11000070 3,4% Twv aoBevwv TTou AduBavav 8 mg/kg tocilizumab og cuvduaoud pe
DMARDs, évavt TTocgootou <0,1 % Twv acBeviv TTou AGuBavav €IKOVIKO @ApHaKO UE
DMARRDs. O1 pigoi Trepitrou aoBeveig Trou avérmugav ANC < 1 x 10%1 rapouciooav auTry
TN peiwon evidg 8 eBdopadwWY atrd TV évapén Tng Bepatreiag. Meiwoeig katw oo 0,5 x
10° / | avagépbnkav oe 0,3% Twv aobeviv Tou AduBavav 8 mg/kg tocilizumab pe
DMARDs. ‘Exouv ava@epBei AoINwEelS pe oudetepotrevia. Katd Tn didpkeia NG SITTAG
TUPANG EAEYXOUEVNG TTEPIODOU Kal KATA TNV JOKPOXPOVIa EKBEDTN, N YEVIKN EIKOVA Kal n
ETTTITWON TWV PEIWOEWY OTOV aPIBPO OUDETEPOPIAWY TTAPEUEIVAV CUUBATEG PE OTI TTO-
PATNEABNKE OTIG BUNVICIEG EAEYXOMEVES KAIVIKEG SOKIUEG. AINOTTETANI: ZTIG Bunvicieg
eNeYXOMEVEG KAIVIKEG DOKIPEG TTaPATNPEABNKE MEIWON TOU apIBPoU AIMOTTETONIWY KATW

Tou 100 x 10% pl o€ TT0000T6 1,7% Twv acBevwv Tou AduBavav 8 mg/kg tocilizumab ot
ouvduaouo pe DMARDSs, évavt TrogooTtoU <1% Twv aoBeviv Trou AduBavav €IKoVIKO
@dppako pe DMARDSs. AUTEG 01 PEIOEIG SE CUVOBEUTNKAV OTTO QILOPPAYIKG CUHBAHa-
Ta. Katd n Sidpkeia TG SITTAG TUPARG EAEYXOUEVNG TTEPIGOOU KOl KATA TNV HOKPOXPOVIC
£€KBeON, N YEVIKN EIKOVA KAl N ETTITTTWON TWV PEIWCEWY TOU apIBuoU ailoTTETONIWY TTapé-
pevav ouPBOTEG pE OTI TIAPATNPABNKE OTIG BUNVIdIEG EAEYXOUEVEG KAIVIKEG SOKIMEG.
‘Exouv ekdnAwBEi TTOAU OTTAVIO AVAPOPEG TIAVKUTTAPOTIEVIAG YETE TNV KUKAOQOpIa TOU
@appdkou. AUEHOEIG NTTATIKWY TPAVOOUIVAOWV: XTIG BUNVICIEG EAEYXOUEVESG KAIVIKEG SO
KIPEG TrapaTnpnRenkav TTapodikég augroelg Tng ALT/AST >3 x ULN o€ TooooT6 2,1% twv
aoBevv TTou AduBavav 8 mg/kg tocilizumab, évavTi TToooaTol 4,9% Twv ACBEVWY TTOU
AapBavav MTX kai o€ TooooT6 6,5% Twv acBevwv Trou AduBavav 8 mg/kg tocilizumab
Hadi pe DMARDs évavTi 1,5% aoBevwv TTou AduBavay €IKoviké gpapuako o€ cuvduacpo
e DMARDSs. H 1Tpoorikn duvnTiké NTIATOTOEIKWY QOpHAKwY (TT.X. MTX) oTn povoBepa-
Tieia pe tocilizumab eixe wg aTToTéAEOHA VA yivouv OUXVOTEPES QUTEG o1 augoelg. O au-
gnoeig ng ALT/AST >5 x ULN maparnprienkav o€ mocooTo 0,7% Twv aoBeVWY O Jo-
voBeparreia pe tocilizumab kar o 1,4% Twv aoBeviv oe aywyry pe tocilizumab kai
DMARD, n TAgiovéTnTa TWV OTIoiWV SIEKoWav Yoviha Tnv aywyrj e tocilizumab. Autég
ol aUEAOEIG BEV OUOXETIOTNKAV HE KAIVIKG ONUAVTIKA augnon Tng aueong XoAepubpivng
oUTe Pe KAVIKEG evOEeigeig NTTaTiTdag fi nTTaTikig duoAemoupyiag. Kard Tn Sidpkeia Tng
BITTAG TUPANG EAEYXOPEVNG TTEPIGSOU, N ETTITITWON TNG AUENONG TNG EUETNG XOAEPUBPI-
VNG HEYAAUTEPNG OTTO TO AVWTEPO QUAIOAOYIKO GpIo, N oTToia GUAAEXBNKE WG ouvrBng
£PYAOCTNPIOKA TTAPAUETPOG, eival 6,2% o€ aoBeveig Trou AduBavav 8 mg/kg tocilizumab
kal DMARD. To 5,8% Tou GuvoAou Twv aoBEVWV ENPAVIOE augnan TNG EUUEONG XOAEpU-
Bpivng > 1 éwg 2 x ULN kai 10 0,4% eixe avgnon > 2 x ULN. Katd T didipkeia NG dITTAG
TUPANG EAEYXOMEVNG TTEPIOGBOU Kal KOTA TN UAKPOXPOVIA EKBETT, N YEVIKI EIKOVA Kl N
ETMTTWON TwV aunoewv TG ALT/AST Trapépeivav oupBaTég pe 6Tl TTapatneribnke oTig
Bunviaieg eEAeyXOUEVEG KAIVIKEG SOKIEG. AITTISIKEG TIapapeTpol : KaTd Tn SidpKeia Bunviai-
WV EAEYXOPEVWV DOKIHWV avapépBnkav cuxvd augAoelg oTiG NISIKEG TTaPAUETPOUG,
OTWG N oNIKr XoAnaTePOAN, Tar TpIyAuKepidIa, N xoAnoTepdAn LDL kai/fj n xoAnaTepdAn
HDL. Me Tn ouvrBn epyacTnpiakh TrapakoAoUBnon TTapatnprénke ot TepiTou 10 24%
Twv 0oBevwy TTou AduBavav RoActemra o€ KAIVIKEG DOKIUEG EUQAVIOAV OUVEXEIG augri-
ogIg oTnV oAk} XoANoTePOAN = 6,2 mmol/ |, 15% eppdvicav ouvexr) avgnon otnv LDL
£wg = 4,1 mmol/l. O1 augAoeig Twv AITTIBIKWY TIAPAUETPWY AVTIMETWTTIOTAKAV OTTOTEAE-
opaTIKG péow aywyng Pe avTIAmmdaipikoUg TapdyovTeg. Kard Tn didpkeia g SITTAG Tu-
PAG EAEYXOHEVNG TTEPIGBOU KOl KOTG TNV OKPOXPOVI EKBECN, N YEVIKF EIKOVA KOl N
ETMTTWON TWV AUEAOEWY OTIG NITTISIKEG TTAPAPETPOUG TIAPEUEIVOV CUUBOTEG HE OTI TTOpa-
TNPABNKE OTIG BUNVIaieg EAeyXOHEVES KAIVIKEG SokipEg. KakorBeleg: Ta kAIVIKG Sedopéva
Bev ETTAPKOUV Yia TNV agioAdynon TG EVOEXOHEVNG ETTITTTWONG KAKONBEIAG Adyw €kBe-
ong oo tocilizumab. O agloAoynoeIg TNG HaKPOTTPOBECHNG aoPAAEIng BpiokovTal Ot
€GENEN. AepuaTikég avTidpaoeig: MeTd TV KukAogopia Tou TTPOIOVTOG UTTAPEaV TTOAU
OTIGVIEG aVOPOpEG Tou ouvdpdpou Stevens-Johnson. AcBeveig pe cuaTnuaTiki NIA
kai TroAuapBpiki NIA: H aopdAeia Tng toclizumab oTov Traidiarpikd TTANBucé auvowi-
Zetan oTIg TIApAYPAPOUG yia TNV TTOAUCPBpIKN Veavikr I810TTaBr apBpiTida Kal T ouoTn-
HOTIKF veavikr 1010TTadr) apBpitida TTou akoAouBoUV. Z€ YEVIKEG YPOUUEG, Of QVETTIBUMN-
TEG QVTIOPAOCEIG OTOUG 0oBeveic e TTOAUOPOPIKA veavikr 1010TTa6r) apBpimida Kal
oUoTNUATIKY Veavikr 1I810TTaBr apBpiTida ATaV TTAPOUOIES WG TTPOG TO £i00G JE QUTEG TTOU
TIapaTnPERenkav aToug aoBeveig Pe peupatoeidn apBpimida, BA. TTapdypago 4.8. O1 ave-
mMOUPNTES avTISPAOEIG o€ aoBeVeig e TTOAUAPBPIKY veavikr 1310TTabr) apBpitida kai ou-
OTNUOTIKA Veavikr 1310TTabr) apBpitida TTou éAaBav Beparreia pe tocilizumab trepiypdgo-
VIOl OTn OuVvéxela kal Trapouaiddovial otov [Mivaka 2 KaTé Katnyopieg opyavikoU
OUCTAWATOG KAl CUXVOTNTAG, TTOU OpidovTal XPNOIMOTTOIVTAG TNV akoAoubn oupBacn:
TIOAU ouyvn (= 1/10), ouxvn (= 1/100 €wg < 1/10) /) 6x1 ouxvr (21/1.000 wg < 1/100).
Mivakag 2: Z0vown Twv QVETMBUPNTWY avTISPACEWY TTOU TIAPOUCIACTNKAV OE aoBEVEG
pe ouoTnuariki NIA 1 TToAuapBpikn NIA Trou eAduBavav tocilizumab wg povoBepartreia i
o€ ouvduaopd pe MTX.

Katnyopia MpoTipwpevog 6pog ZuxvetnTa
OpyavikouU -
2UOTAMATOG
NOIMWEEIS KAl TIOPACITWOEIG oAU ouxvég | Zuxvég Ox1 ouxvég
NOIPWEEIG Tou avw- | TTOAUapOpIKA
TEPOU QVATIVEUCTI- NIA, ouotn-
KoU GUOTAPOTOG parikr) NIA
Pivogapuyyinda TIOAUOPBPIKT
NIA, ouotn-
parikA NIA
AloTapayEG TOU YOOTPEVTEPIKOU
ouaTAUATOG
Nauria TroAuapBpI-
Kk NIA
QAiGgppoia TroAuap-
Bpikry NIA,
ouoTnUaT-
kA NIA
TeVIKEG DIOTAPAXES KAl KATAOTATEIG TNG
050U xopriynong
SXETICOPEVEG E TNV TIoAUap-
£yxuon avTiopAoEIg Opikry NIAT,
ouoTnUaT-
k) NIA2
AlaTapayég Tou VEUPIKOU GUGTANATOG
Kegahahyia TIoAuapPBpIKA | cuoTNUaTI-
NIA ki) NIA
MapakAvikég egeTdaeig
Augnpéveg nTTaTIkéG TroAuapBpI-
TPAVOOUIVAOEG KA NIA
Meiwon oTtov apiBpé | ouoTnuaTikry | TToAuapBpI-
TwV oUdETEPOPIAWY | NIA kA NIA
Meiwpévog apiBudg ouoTnuaTt- | oAuapBpl-
aIMOTTETAAIWY k) NIA k) NIA
Augnuévn xohnote- ouoTnuaTt- | oAuapBpl-
POAN K NIA KA NIA

1. Ta oxendoueva Le TNV éyxuon CUPBAUATA aVTIOPACNG OTOUG A0BEVEIG e TTOAUOPBPIKNA
NIA TrepieAduBavav, petagl dAAwv, TV kepaladyia, Tn vauTia Kai TRV UTTéTaon

2. Ta axenifoueva e TV £yxuon CUPBAUATA QVTIOPAONG OTOUG AOBEVEIG e CUCTNUOTIKA
NIA mrepieAapBavay, petagu GAwv, To £§avenua, Ty kvidwon, T didppola, TV ETyo-
oTpIKf Suapopia, TNV apBpalyia Kal TNV KepaAaAyia.



AcBeveig pe oAuapBpiki NIA: H aopdAeia Tng tocilizumab oty roAuapBpikr NIA pe-
AetiiBnke o€ 188 aoBeveig nAikiag omd 2 éwg 17 €Twv. H ouvoAikr ékBean Tou aoBevoug
Atav 184,4 aoBevoétn. H ouxvotnta Twv avemmBiunTwy avridpdoewy oToug aobeveig
pe ToAuapBpikn NIA TrapariBetar aTov Mivaka 2. O1 TUTION Twv AVETBUPNTWY avTIdPa-
ogwv oToug aoBeveig pe TToAuapBpikA NIA ATav TTapdpolol Pe autolg TToU TTapaTnEr-
Bnkav oToug aabeveig pe PA kai ouotnuariki NIA, BA. Tapdypapo 4.8. ZuyKpITIKA e
Tov evANKO TTANBUOPO pe PA, Ta cupBapata pivopapuyyindag, KepahaAyiag, vauTiog
KOl HEIWPEVOU OPIBPOU OUSETEPOPIAWY OVAPEPOVTAV TUXVOTEPA OTOV TTANBUOUO pE
TroAuapBpikr) NIA. Ta oupBapata TnG augnuévng xoAnoTePOANg avagépoviav Alyotepo
ouxva atov TTAnBuoud Tng TToAuapBpIkAg NIA oe oxéon pe TV eviAIKo TTANBUOHO pe
PA. Nolpwéeig: To TTo000T6 Twv AINWEEWY 0 GAov Tov TTANBUGUO TToU EKTEBNKE OTO
tocilizumab Atav 163,7 avd 100 aoBeveig —€Tn. ZTa cuVOTEPT TIAPATNPENOEVTA CUPBA-
paTa ATav N PIVOPAPUYYITISa Kal 0 AOIMWEEIG TNG AVWTEPNG AVOTIVEUOTIKFG 050U. To Tro-
000TO TWV TORAPWY AOINWEEWY ATAV apIBUNTIKA UYNASTEPO OTOUG aaBEveig Pe BAPOg
<30 kg utto Bepareia pe 10 mg/kg tocilizumab (12,2 avé 100 £€n aoBevoUg) GUYKPITIKG
e Toug aobeveig pe Bapog 230 kg, uttd Bepatreia pe 8 mg/kg tocilizumab (4,0 ava 100
£1n a0BevoUg). H eTTITITWON Twv AOINWEEWY TToU 00 yNoav o€ SIAKOTTEG TG S6oNG ATav,
€TTioNG, aPIBPNTIKG UYPNASTEPN OTOUG a0BEVeiG pe Bapog <30 kg uTtd Beparreia pe 10 mg/
kg tocilizumab (21,4%) ouykpiTika pe Toug aoBeveig pe Bapog 230 kg, uttd Bepatreia
pe 8 mg/kg tocilizumab (7,6%). AvTIOpAcEIG OXETICOMEVEG PE TNV €yXUON: XTOUG aoBe-
veig pe TToAuapBpik NIA, wg avTIdPACEIG OXETICOUEVEG WE TNV €yXuon opilovTal OAa Ta
OuPBAUaTa TTOU TTAPOUCIAZovTal KATA TN DIAPKEIX 1} EVIOG 24 wpwWV aTTé pia €yxuon. Z&
6ho Tov TTAnBuopé €kBeang oTo tocilizumab, 11 acbeveig (5,9%) TTapouciaoav oXeTI(O-
HEVEG HE TNV éyxuon avTidpdoeig KaTd T Sidpkeia TNG €yxuong kai 38 aoBeveic (20,2%)
Trapouciaoav cUPBaua PEoa o€ dIGoTNUA 24 wWPWV aTmod Ty €yxuon. Ta ouvnBéaTepa
OUPBAUATA TTOU ONMEIBNKaV Katd TN SIGPKEIa TNG £yXuong ATav n Ke@aAaAyia, n vauTia
Kal ) UTTATao Kail, O€ SIAoTNHA 24 wpWV atmod TNV £yxuon, ATav n {aAn Kai n uTrétaon. Xe
VEVIKEG YPAULES, Of QVETIBUHNTEG AVTISPAGEIS OTO QPAPHAKO TTOU TIpATNPABNKAY Katd
N BIGPKEID Kal EVIOG 24 WPV OTTé TV £yXUaN ATV TIAPOOIEG WG TTPOG TO Ei50G pE
QUTEG TIOU TrapammEnBnkav atoug acBeveig pe PA kai guatnuarikn NIA, BA. Trapaypago
4.8. Asv avagépbnkav KAIVIKA a'nyavrlksg av ’r S 0 noiag oxeT{o-
peveg pe T tocilizumab kar xprde ng 6. it

Avoooyovikétnra: ‘Evag uoeavng UTI']V opdada Twv 10 mg/kg < 30kg QVETTTUGE BETIKG
avTIoWpaTa KaTd NG tocilizumab xwpig va avamTiger avTidpaon utepeuaiodnaiag kai
OTN CUVEXEI ATTOOUPBONKE OTTO TN JEAETN.

OudeTepoira: Katd Tov TaKTIKO £pyaoTnpiakd EAeyxo oe GAOV Tov TTANBUGUO TTOU EKTE-
Onke otV tocilizumab, peiwon oTov apiBPé Twv oudeTEPOPiAwY KaTw atmd 1 x 10%/L on-
HeEIWBNKE 070 3,7% TWV AoBEVV.

AwporretéNia: Katd Tov TakTIKG epyaaTnpiakd EAeyxo o€ GAov Tov TTANBUGUO TToU eKTEBN-
ke o1n tocilizumab, 1% Twv aoBevwy EPPAVIOE pEIWON OTOV apIBPO TwV AILOTTETAAIWY
o€ < 50 X 10%/uL xwpig oXeTICOUEVA QIPOPPAYIKA CUMBApaTA. AUEAOEIG NTTATIKWV TPAV-
oapivaowv: KaTd Tov TaKTIKO EpyaaTnpIoko EAeyx0 o€ OAOV TOV TTANBUCHO TTOU EKTEBNKE
ot tocilizumab, TrapartnpriBnke aténon otnv ALT i Tnv AST 2 3XULN oTo 3,7% ka1 <1%
TWV aoBeVWY, avTioTolxa. AImSIKEG TTAPAMETPOI: KQTd TOV TaKTIKO EpyaoTnpiako éAsyxo
og 6Aov Tov TAnBua6 Trou exTéBNKe ot tocilizumab, TTapartnprRBnke alénon aTnv oAIKA
XoAnoTepoAn >1,5-2 x ULN oe évav aobevij (0,5%) kai adénon omv LDL >1,5-2 x ULN
og évav aoBevn (0,5%). Aobeveig pe ouotnuatikr) NIA: H ao@dAeia Tng tocilizumab otn
ouoTtnuatikr) NIA peAetriBnke o€ 112 aoBeveig nAikiag armod 2 éwg 17 €Twv. Ztn SIMTAG
TUQA, eAeyxOpevn @don 12 efdouddwy, 75 aoBeveic éAaBav Beparreia pe tocilizumab
(8 mg/kg 1 12 mg/kg pe Baon 1o owpaTikd Bapog). Metd amé 12 eBSopadeg f kata Tn
XPOVIKr aTiyur) TNG aAAayrig ot tocilizumab, Adyw Tng emdeivwaong Tng vooou, o aobe-
Vveig éhafav Bepatreia OTNV AVOIKTAG ETTIOTPAvVONG (Acn TIapdTaong TTou BpioKeTal Ot
€EENIEN. Z€ VEVIKEG YPOHMEG, Ol AVETTIOUUNTEG AVTIOPAOEIG OTOUG OBEVEIG UE CUOTNHATIKA
NIA ATav TTOPOHOIEG WG TTIPOG TO EIDOG E QUTEG TTOU TIAPATNPERBNKAV OTOUG OOBEVEIG PE
PA, BA. TTapdypa@o 4.8. H cuyvotnTa Twv avetmBiunTwy avTIdpAcEWY OTOUG aoBeveig
pe ouoTnuariki NIA TapatiBetal atov Mivaka 2. ZuykpITiké e Tov eViAIKO TTANBUCHO pe
PA, o1 aoBeveig ue ouoTnuaTikr) NIA eppavioav upnAdTePn cuXVOTNTA PIVOPAPUYYITISAG,
peiwon Tou apIBUOU TwV OUBETEPOPIAWY, QUENUEVEG NTTOTIKEG TPAVOAUIVATES Kal didp-
pola. Ta oupBapara TG augnuévng XoAnoTepOANg avagépovtav Alyotepo ouyvd aTov
TTANBuop6 TNG ouoTnuaTikig NIA o€ axéan pe TNV evijAiko TTANBUOHG pe PA. AoINWEEIG:
2V eAeyxopevn @dan didipkelag 12 eBOOPAdWY, TO TTOCOOTO OAWY TWV ACIHWEEWY OTNV
opada Tng tocilizumab Atav 344,7 avd 100 acBevoétn kai 287,0 avd 100 aoBevoETn oTnv
opdda TTou EAABE TO EIKOVIKO GAPHOKO. ZTNV QVOIXTAG ETNIOAKAVONG GAan TTapdaTacng
Tou BpiokeTal o€ ¢ENEN (MEpog II), TO OUVOAIKG TTOGOOTO TWV ACIHWEEWY TTOPEPEIVE
Trapoépoio ota 306,6 oupBapata ava 100 acBevoé.

Zmv eheyxopevn aon dIdpKelog 12 eBSOPAESWY, TO TTOCOOTO TWV CORAPWY AOINWEEWY
oTnv opdada g tocilizumab rrav 11,5 ava 100 aoBevoéTn. ZTov éva Xpdvo OTnv avol-
KTAG €TMIoTipavong gdon Tapdracng Tou BpiokeTal € EENIEN, To GUVOAIKO TTOGOOTS TwV
ooBapwv AolpwEewy Trapéueive otabepd ota 11,3 oupBdpata ava 100 aaBevoétn. O
avagepBeioeg TOBAPEG AOILWEEIG ATAV TTOPOHOIEG JE AUTEG TTOU TTAPATNPABNKAV OTOUG
aoBeveig ue PA pe v TTpooBfkn TG aveeuAoyIag kal TG péong wrimdag. AvTiSpdoeig
OXETICOUEVEG WE TNV EyXuon: Qg avTIOPACEIG TIOU GXETICoVTal PE TNV £yXuan opidovTal GAa
Ta oUPBAPOTa TTOU TTaPOUCIAdovTal KaTd T JIGPKEIT 1} EVIOG 24 wWPWV aTTO pIa EyXU-
on. Z1nv eAeyxopevn @aon didpkeiag 12 eBOOAdwWY, 4% Twv aoBevwV TG opadag TNG
tocilizumab Trapouciaoe cupBduaTa TToU cuvéBnoav katd Ty yxuon. ‘Eva oluuBapa
(ayyeiooidnua) Bewpribnke coPapd kai ammeIANTIKG yia T dwrj kal 0 aoBevrg DIEKOWE
TN Bepareia NG PEAETNG. ZTNV eAeyXOUevn @don didpkelag 12 edouddwy, 16% Twv
aoBevwv TG opdadag Tng tocilizumab kai 5,4% Twv aoBeVWY TG OpAdaAg Tou EIKOVIKOU
Pappdkou TTapouaiace éva oUPBapa eviog 24 wpwv oTtd TNV EyXuon. ZTnv opdda g
tocilizumab, Ta cupBduaTa oupTrEpIEAABOV GAAG Bev TrEpIOpIOTNKAY OE EEGVONUA, KVidw-
on, diappola, £TTYacTPIKN duopopia, apBpadyia kal keparayia. ‘Eva arro Ta cupBdauata
auTd, N kvidwon, BewpriBnke cofapr). KAIVIKG onuavTikég avTidpdoeig utrepeuaiodnaiag
OXeTI(OMEVEG We TN tocilizumab kar xprifouoeg SIoKOTTAG TG BepaTeiag, avapéponkav oe
1 oToug 112 aoBeveig (< 1%) Tou éAaBav Bepatreia pe tocilizumab katd T Sidpkeia TG
€AEYXOHEVNG Kal WG KAl TNV AVOIKTAG ETMIONHAVONG KAIVIKA SOKIUr. AvoooyovikotnTa:
Kai o1 112 aoBeveig e€etobnkav yia avriowparta katd tou tocilizumab katd v évapén
NG Bepareiog. Ao aoBeveig avémTugav BETIKG avTiowuaTa katé TG tocilizumab kai évag
aTé auToUg Toug aoBeveig ekdAAwaE avTidpaon uttepeuaiodnaiag, n omoia odriynoe o€
Slakot TG Bepareiag. H ouxvotnTa EUPAVIONG TOU OXNMATIONOU QVTICWHGTWY KATG
NG tocilizumab ptropei va utroTipnBei Adyw TNG TTapeBOARS TNG tocilizumab otn uébodo
QVIXVEUTNG KaIl TNV UYNAGTEPN CUYKEVTPWOT PAPUAKOU TTOU TIAPATNPAONKE OTa TSI
OUYKPITIKG PE Toug eVAAIKEG. OudeTePO@IAa: KaTd TV TAKTIKG EPYAOTNPIOKS EAEYXO OTNV
eAeyXOpeVN QAo SIGpKeIag 12 eBSOUAdWY, EPPAVIOTNKE UEIWOT Tou apiBuol Twv oude-
TEPOPIAWY KaTW amtd 1 X 10%1 o€ TTOG00TO 7% TWV aoBeEVWY OTNV opdda TnG tocilizumab
Kal Kopioo peiwon otny opéada Tou EIKOVIKOU QOPUAKOU. TNV OVOIKTAG ETTIOAUAVONG
@Aon TIAPATACNG TIoU PBPIcKeTal O€ EEENIEN, HEIWOEIG OTOV OPIBUO TwWV OUDETEPOPIAWV
kd&Tw amd 1 x 10%1 epgavioTnkav o€ 000016 15% TnG opddag TG tocilizumab. Aipotre-
TN Katd Tov TakTIkG £pyacTnpiakd €AeyXo oTnv eAeyxopevn gdon didpkeiag 12 efdo-
padwv, 3% Twv acBevwv oTNV opdda Tou EIKOVIKOU pappdkou kal 1% oTnv opdda g
tocilizumab epgavioe peiwon Tou apiBuoy Twv aipoTreTaAiwy o€ < 100 x 10°%/ul.

IV QVOIKTAG €TMORpavong gdaon Tapdtacng Tou BpiokeTal o€ eEENIEN, UEIWOEIG OTOV
apIBP6 Twv aipoTrETaNiwy KaTw atré 100 x 10%pl, eugpavioTnkav oe TT0000TO 3% TWV
aoBeviv oTnv opada Tng tocilizumab, Xwpig oxeTI(opEva aipoppayikd eTeicddia. Augni-
OEIG NTTATIKWY TPOVOOUIVAOWY: KaTé TOV TOKTIKO £pyacTnPIaKO EAEYXO OTNV EAEYXOHEVN
@aon Siapkelag 12 eBdopadwy, Traparnpribnke augnon otnv ALT f v AST = 3 x ULN
o€ 000010 5% Kal 3% Twv aoBevwy, avTioToixa, oTnv opada Tng tocilizumab kai og
TI0000T6 0% TWV AOBEVWV OTNV OJASH TOU EIKOVIKOU QPOPHAKOU. TNV OVOIKTAG ETTIOT-

Havong @don Trapdtacng Tou Bpioketal ot £¢€NIgN, augnon otnv ALT A Tnv AST 2 3 x
ULN mrapatnpribnke oe ooooT0 12% kai 4% Twv aoBeVWY, QvTioToIXA, OTNV OpAda
NG tocilizumab. Avocoogaipivn G: Ta eTrireda Tng IgG peidvovTal KaTd T SIGPKEIR TNG
Bepareiog. H peiwon oto xapnAdTePO 6pIo Tou QUAIOAOYIKOU CUVERN o€ 15 aobeveig
KATTOI0 XPOVIKR OTIYWH TNG HEAETNG.

AmISIKEG TTapApETPol: Katd Tov TOKTIKG €pyacTnpIokd EAEYXO OTNV eAEyXOUEVN @Aon
didpkeiag 12 eBdopdadwy, TrapatneriBnke algnan atnv oNikr XoAnoTepoAn > 1,5 x ULN
£wg 2 x ULN o€ 1oocooT6 1,5% otnv opdda Tng tocilizumab kai kaBdAou oTnv opdda
TOU €IKOVIKOU papudakou. Augnon otnv LDL > 1,5 x ULN €wg 2 x ULN epgaviotnke o€
1,9% 1wV aoBevidv otV oudda Tng tocilizumab kal o€ 0% oTNV ouAadA Tou €IKOVIKOU
PappdKou.

2V avoKTAG EMoTruavang @aon Tapdraong Tou Bpioketal o€ €5EAIGN, N YEVIKR EIKOVA
KOl N ETHTITWON TwV QUEACEWV OTIG NITTISIKEG TIAPAUETPOUG TIAPEPEIVAY OUMBATEG HE
Ta dedopéva até TNV eAeyxopevn gaon didpkeiag 12 eBdouddwv. AoBeveig pe CRS: H
aopaheia Tou tocilizumab og CRS €xel agiohoynBei o€ pia avadpopikr) avaAuon dedopé-
vwv ommd KAVIKEG dokipég, 6TTou 51 aoBeveic éhaBav evBopAéBio tocilizumab 8 mg / kg
(12 mg / kg yia aoBeveig katw Twv 30 kg) Pe i xwpig TTPOCBETN unAr) 560N KOPTIKOOTE-
poedwy yia ooBapd f ateIAnTiké yia Tn (wrj CRS Tou TrpokaAeital atrd T-AeU@oKUTTapa
@épovTa XipaipikoUg avtiyovikoUg utrodoxeig (CAR T kUTtapa). XopnyriBnke pia Sidpeon
TIuA TG 1 86ong tocilizumab (eUpog, 1-4 SOaEIS).

Avagopd TBavoroyoUpeEVwy aveTTiBUUNTWY evepyelwv: H avagpopd TmeavoAoyoUpevwy
QVETTIBUUNTWY EVEPYEIWV UETE OTTO TN XOprynon Gdeiag KUKAOQOPIOG TOU QPOPHOKEU-
TIKOU TTPOIOVTOG €ival onuavTik. ETTpETel TN ouvexr) TapakoAouBnon Tng oxéong
O0PENOUG-KIVOUVOU TOU (PAPUOKEUTIKOU TIPOIOVTOG. ZNnTeiTal aTTd Toug ETTAYYEAUQTIEG TOU
TOPEQ TNG UYEIOVOUIKAG TTEPIBOAWNG VA avopEPOUV OTTOIEOOATIOTE TTIBAVOAOYOUHEVEG
aveTTIBUUNTEG eVEPYEIES (BA. AETITOPEPEIEG TTOPAKATW). KUTTPOG: DapUOKEUTIKEG YTINPE-
oieg, Ymoupyeio Yyeiag, CY-1475 Asukwoia, ®ag: + 357 22608649, loTétoTog: Www.
moh.gov.cy/phs

EMGda: EBvikog Opyaviopds Pappdkwy, Meooyeiwv 284, GR-15562 XoAapyog, ABRA-
va, TnA: + 30 21 32040380/337, ®ag: + 30 21 06549585 , loTdToTog: hitp://www.eof.ar
Hyepopnvia avabewpnong Tou kepévou: 23 AuyouoTtou 2018

AetrTopepr) TTANPo@opIakd oToIXEia yia To TIPoidV eival diaBéaiua aTnv I0TooEAda Tou
Eupwrraikot OpyaviopoU Papudkwy hitp://www.ema.europa.eu/ .

CS.SOL.INF 80MG/4ML, 1 VIAL: A.T. € 140,28 - N.T.: € 99,25
CS.SOL.INF 200MG/4ML, 1 VIAL: A.T.: € 327,65 - N.T.: € 248,14
CS.SOL.INF 400MG/4ML, 1 VIAL: A.T.: € 628,04 - N.T.: € 493,25

Me Trepiopiopévn 1atpikry ouvtayr: Mévo yia Noookopegiakn Xprion
MoogooTé Kahuyng aéd Ta AopaAioTiké Tapeia 100%

Mpoooxn: Ta gapuaka TTPETTEI VA QUAGCTOVTAI JOKPIG oTTd Ta TTaidId
TnAépwvo Kévtpou AnAntnpidogwv: 210 7793777

RoActemra 162 mg diGAupa yia €vean O TIPOYEMITUEV OUpPIYYa

Evéaipo didAhupa (éveon). Axpwo £wg eEAapPwg KITPIVWTTO didAupa. MoIoTIKK Kal TTooo-
TIKA oUvBeon: Kabe Trpoyepiopévn alplyya Trepiéxel 162 mg tocilizumab og 0,9 ml. To
tocilizumab eival éva avacuvdUaoPEVo EEavOPWITOTTOINKEVO, AVTI-OVEPWITIVO HOVOKAW-
VIKO QvTioWa TNG UTTOKATNyopiag Tng avooooaipivng G1 (IgG1), To otroio deopevel T
SlaAuTO Kai dlapepBpavikd uTTodoxEa TNG IVTEPAEUKIVNG 6. Ma Tov TTARPN KaTdAoyo Twv
ekdOXwv, BA. TTapdaypagpo 6.1. 4.3 Avtevdeiteig: Y mepeuaioBnaia oTn dpacTIKA ousia
1 O€ KATTOI0 OTTO Ta €KSOXA TTOU avapéPovTal TNV TTapdypao 6.1. Evepyég, coBapég
Mopweeig (BA. Trapaypago 4.4). 4.4 EISIkEG TIPOEIBOTIOINTEIG KAl TIPOQUAGEEIG KaTd TN
xpnon: IxvnAaoipétra: Mpokeipévou va BeATIWOET N IXVNAGoIPOTNTA TwV BIOAOYIKWV
POPUAKEUTIKWY TTPOIGVTWY, Ba TTPETTEI v KATAYPAPETAI UE CAPAVEIX N EUTTOPIKF OVO-
Hoaia Kal 0 apiBuog TTaPTISAG Tou XoPnyOUHEVOU TIPOIGVTOG GTOV PAKEAO TOU aoBevoUg.
Nolpwgeig : "Exouv avapepBei coBapég Kal OpIoPEVEG POPEG BavaTnPOPeg AOINWEEIG OF
0aoBeveig TTou AQUBGVOUV aVOOOKATAOTOATIKOUG TTOPAYOVTEG, CUUTTEPIAANBAVOpEVOU
Tou RoActemra (BA. Trapaypago 4.8, AvemBuunTeg evépyeieg). H aywyr) pe RoActemra
Bev TIPETTEN VO aPXiCel o€ aoBeveig e evepyEg AoIMWwEEIS (BA. TTapaypago 4.3). Edv évag
aoBevig avaTrtUgel coBapr) Aoipwén, n xopriynon tou RoActemra Ba TrpéTrel va SiakoTTei
HEéXPI va eAeyxBei n Aoipweér Tou (BA. TTapdypago 4.8). O1 emrayyeApaTieg TG uyeiag Ba
TIPETTEN VOt EEETAJOUV TTPOCEKTIKA TO EVOEXOUEVO Xopriynang Tou RoActemra o€ aoBeveig
HE I0TOPIKG AOINWEEWY TTOU UTTOTPOTTIAZOUV 1} XPOVIWY AOIUWEEWV I JE UTTOKEIUEVEG VO-
00UG (T1.X.) EKKOATTWATITISN, DIABATNG Kal SIGPECT TTVEUOVOTIGBEID Of OTIOIEG EVOEXETAI
va TTPodIaBETOUV TOUG aoBEVEiG O€ AOIMWEEIG. ZUVICTATAI N ETTAYPUTIVRON YIa TNV £YKaipn
Sidyvwaon oofaprig AcipwEng o€ aoBeveig TTou AauBavouv avoookataoTaATIkoUg TTapd-
YovTEG OTIWG To RoActemra yia pétpia éwg cofapr) peuparosidr apBpitida, ToAuapBpIKn
Vveavikn 1310TTabr| apBpiTida r 1 YIyavTOKUTTOPIKN apTNPITISa, SEGOPEVOU GTI TA OTUEIa Kal
Ta CUNTITWOLATA TG OEING PAEYHOVIG EVBEXETAI Va £ival PEIWpEVA, ASyw TG KATACTOAMG
TWV QVTIBPWVYTWY 0&eiag gaong. Or emdpdaeig Tou tocilizumab otn Caviidpwoa Tpwre-
vn (CRP), T 0UBETEPOPIAT KAl TAl GNLEID KaI GUTITWHATA TG Aoipwéng Ba TTpéTrel va
AapBavovTal uTTéyn katd TV agloAdynon Tou acBevoulg yia evoexopevn Aoiuwén. MpéTel
va doBoUv oToug aoBevEiG 0dNyieg AUETNG ETTIKOIVWVIOG UE TOV ETTAYYEAUATIO TNG UYEIOG
KOTG TV EPPAVITT CUNTITWHAETWY, T OTIOIX TIOPATTEUTIOUV O€ AOIHWEN, TTPOKEILEVOU VO
SlaopaNioTei n Taxeia agloAdynon kai katdAAnAn Bepatreia. Pupatiwon: OTiwg ouvioTd-
Tal Kol yia GAAEG BioAoyIkEG BeparTeieg, GAol o1 aoBeveig Ba TIPETTEN var e§eTAZoVTaN yIa Aav-
Bavouaa gupatiwon (TB) Tpiv atré Ty évapgn Tng aywyrig pe RoActemra. O1 aobeveig
We AavBavouoa @uuariwon (TB) Ba TpéTel va AapBavouv Thv KaBIEPWUEVN QVTILUKO-
BokTnpidiakn Beparreia TPV aTto TNV évapgn TG aywyng pe RoActemra. YTrevBupigeTal
OTOUG GUVTAYOYPAPOUG 1aTPOUG O KIVOUVOG WEUDWG OPVNTIKWY OTIOTEAEOHATWY OTn
Sokipacio SEPPATIKAG QUUATIVNG KAl OTIG AIUATOAOYIKEG EETATEIG TNG IVTEPPEPOVNG-YO-
Mo yia T Qupartiwon, 181aiTepa oe aoBeVEig ol otToiol eival Bapid GpPWOTOI 1) Avooo-
kateoTaApévol. Or aoBeveig TIPETTEN va kaBodnyoUvTal va {NTHOOUV I0TPIKF) GUUBOUAR
€AV TO EVOEIKTIKA VIO TN QUUATIWOT ONUEI/OUPTITWHATA (TT.X. ETTIHOVOG BAXAG, OTTWAEIX
Bépoug, xaunAdg TTUPETAG) TTapaTEOUVTAN KATA TN SIGPKEID 1) PETG aTTO TN BepaTTeia
He RoActemra. ETravevepyotmoinon 1oyeviv AoIpwEEwy: H eTTaveEVEPYOTIOINCN I0YEVWV
Moipweewv (11.X. 166 nTrarindog B) €xel avagepBei € BloAoyikég BepaTreieg yia TN peupa-
ToeIdn apbpida (PA). Ze KAVIKEG PeAETeG Tou RoActemra, OTTOKAEIOTNKE N GUUPETOXN
TwV aoBevwv, ol oTroiol BpéBnkav BeTIKoi TNV €EETaON Yia TV NTTaTiTISA.

EmimrAokég Tng ekkoATTwaTimidag: MepIoTaTikG JIATPNONG EKKOATIWHOTOG WG ETTITTAOKES
TNG EKKOATTWHATITISNG dev €xouv avagpepBei ouxvd o€ aoBeveig TTou éAaBav Bepatreia
We To RoActemra (BA. rapdypago 4.8). To RoActemra Ba TIpETTEI VO XPNOILOTTOIEITAI JE
TIPOOOXN O€ A0BEVEIG PE TIPONYOUHEVO I0TOPIKG EVTEPIKOU EAKOUG 1} EKKOATIWHATITIDAG.
O1 aoBeveig TTOU TTAPOUCIAOUV CUUTITWHATA TTOU THBAVIIG UTTOONAWVOUV ETTITTAOKES
EKKOATIWHATITIOAG, OTTWG €ival TO KOINIKG GAYOG, N aloppayia Kai/r) ol avegiynTeg YeTa-
BOAEG TWV GUVNBEILV TOU EVTEPOU OE CUVOUATUO HE TTUPETS Ba TTPETTEI Va agioAoyouvTal
AGueoa yia TNV éykaipn SIAyvwon TNG EKKOATIWHATITISAG, N oTToia eVOEXETAI VO OXETICETal
He dIGTpnon Tou yaoTpevTepIKoU owAfva. AvTidpdoelg uTrepeuaiobnaiag: ‘Exouv ava-
PepOei coPapég avTidPAaEIg uTTEpeuaiodbnaiag, cupTTEpIAaNBavOpEVNG TNG avauAagi-
ag, o€ oxéon pe 10 RoActemra (BA. Trapdypago 4.8). Or avTiSpAoEIg auTég evOEXETaI
va gival coBapoTepeg Kal TOAvVOV BavaTnPOpES O€ AOBEVEIG TIOU EXOUV EKDNAWOE! aVTI-



Spdoeig uTTepeuaIodnaiag katd T SIGPKEIa TIponyoupevng Bepatreiag e To tocilizumab,
akopn Kal €dv €xouv AdBel TIpoBepaTTeia e OTEPOEISH KAl AVTIOTAUIVIKE. EGv ekSnAwBEi
ava@UAGKTIKF avTidpaon rj GAAn coBapr} avtidpaon utrepeuaiodnaiag, n xopriynon Tou
RoActemra Ba TipéTTel va SlokoTTEl Gpeaa, Ba TTPETTEI va EekIvOE! N KATAAANAN BeparTTeia
kal Ba TTPETTEl var dlakoTTEl OpIoTIKA To tocilizumab. Evepyry nmamikr véoog Kai nTraTi-
k) SucAeitoupyia: H Beparreia pe RoActemra, 1S1aiTepa 61OV XopnyeiTal TAUTOXPOVA HE
MTX, evOéxeTal Vo OXETICETAI JE QUEAOEIG TWV NTTATIKWV TPAVOAUIVOOWY, ETTOPEVWS N
BepaTTeio 00BEVWV PE EVEPYR NTTATIKA VOOO A NTTOTIKY) SUCAEIToUpYia TTPETTEI VO €GETE-
{eTal TIPOOEKTIKA (BA. Trapaypdpoug 4.2 Kal 4.8). AUEAOEIG NTTATIKWY TPAVOAUIVOOWY:
2€ KAIVIKEG DOKIUEG, TTOPOBIKEG ) SIGAEITTOUCEG ATTIEG KO PETPIEG AUEAOEIG TWV NTTOTIKWY
TPOAVOOHIVACWY avapépBnkav ouxvd pe aywyn pe RoActemra, xwpig 5€NEN o€ ntma-
TIKA BAGBN (BA. TTapdypago 4.8). Mapatnprénke augnuévn ouxvotnTa TWV AUEHoEWY
QUTWV KOTA TN XPrion OUVNTIKA NTTATOTOEIKWY Papudkwy (T1.X. MTX) ot cuvduaoud pe
70 RoActemra. Otav evSeikvutal KAIVIKG, Ba TipéTrel va AapBdvovTal uTrown Kol GAAEG ege-
TAOEIG TNG NTTATIKAG AeImoupyiag aupTrepIAapBavopévng TnG XoAepuBpivng. H évapén Tng
aywyng pe RoActemra o€ aoBeveig e augnuévn auivotpavo@epdon Tng aAavivng (ALT)
1 aoTTopPTIKA apivotpavagepdon (AST) > 1,5x ULN TTpéTTel va e§eTALETaI TTPOOEKTIKG. Z€
aoBeveig pe apxikr TipA ALT A AST > 5x ULN, Sev ouvioTdTal n xopriynon Tng aywyng.
Ze a0Beveig pe PEUPOTOEISH apPBPITISA KAl YIYOVTOKUTTOPIKA apTnpiTida, Ta £TTTTEda TG
ALT kai NG AST Ba Trpéel va TrapakoAouBouvTal KaBe 4 éwg 8 eBSOPAdES yia TOUG
TIPWTEG 6 WrVEG TNG BepaTeiag, Kal aTn auvéxela KEBe 12 eBdouadeg. MNa TIg CUVIOTWHE-
VEG TPOTIOTIOINCEIG HE BAan TIG Tpavaapivdoeg, BA. Tapdypagpo 4.2. lNa augnoeig Tng ALT
A TG AST > 3-5 x ULN, n aywyr pe RoActemra Ba TrpéTrel va dIaKOTTEL.

2¢ aoBeveig pe ToAUaPBpIKA veavikh 1810TTabr) apbpimida, Ta emrimeda Twv ALT kai AST
Ba TTpéTTEl Vo TTapakoAouBouvTal KaTd TN SeUTEPN XOPHAYNON Kol UETETTETA GUUPWVA
pe TV 0p6r KAVIKA TTPaKTIKA (BA. TTapdypa@o 4.2). AiaToAoyIKEG dlatapaxés: ‘Exouv
TIapaTnEnBEi PEIWOEIG TOU apIBOU TwV OUDETEPOPIAWY KOl TWV CILOTTETOAIWY PETA TN
xopriynon 8 mg/kg tocilizumab og ouvduaopé pe MTX (BA. apdypago 4.8). Evdéxetal
VO UTTAPXE! AUENPEVOG KiVOUVOG OUDETEPOTTEVIOG OTOUG BTBEVEIG TTOU £XOUV OkOAOUBROE!
TIponyoupevn Beparreia Ye aviaywvioth Tou TNF. Ze aoBeveig TTou Oev €xouv Trpon-
youpgévwg uTtoANGei o€ Bepatreia ue RoActemra, Sev ouvioTdtal évapén o€ aoBeveig
pe ANC pikpdTepo amd 2 x 10%L. Oa TIpéTrel va aokeital TTpoooxn yia Ty e§éTaon Tou
evdexOUEVOU €vapéng TnG Bepareiag pe RoActemra oe aoBeveig Pe xapnAd apiBuo aipo-
TreTaAiwY (SnA. apiBpd aipotreTaAiwy kaTw aTéd 100 x 10%/uL). Aev ouvioTATaI N CUVEXION
NG Bepareiag o€ aobeveig TTou epgavifouv ANC < 0,5 x 10%/L fi apiBpd aipoTreTalivv
< 50 x 10%uL. H coBapri oudeTepoTrevia TOAVOV va OXETIETal PE QUENMEVO KivOUVO
ooBapuwV AOIHWEEWY, av Kal BV UTIAPXE! EUPAVIG OUCXETION QVAHETT OTIG PEIWOEIG
TWV OUBETEPOPIAWY KOl TNV EUPAVION TOBAPWV ACIHWEEWY O€ KAIVIKEG BOKIUEG PE TO
RoActemra péxpi orjuepa.

Ze aoBeveig pe peupatoedr) apBpimda (PA) kai yiyaviokuTtapikr) aptnpimida (FKA), Ta
oudETEPOPIAT Kal T alpoTTETAAIO Bar TTPETTEl Vo TrapakoAouBoUvTal 4 €wg 8 eBSopAadeg
HETG amtd TNV évapgn TNG Beparreiag, Kal 0Tn CUVEXEID GUPPWVa JE TN ouvriBn KAVIKR
TIPAKTIKN. [a TIG CUVIOTWHEVEG TPOTIOTTOINCEIG TNG d6oNG He Bdan Tov ANC kai Tov apib-
p6 aipotreTaAiwy, BA. Trapdypago 4.2. e aobeveig pe TTOAUAPOPIKN VEQVIKH 1BI0TTABH
apBpiTda, Ta oUDETEPOPIAT Kal T aOTTETANIC Bl TIPETTEN var TrapakoAouBoUvTal KaTd Tn
SeUTePN XOPHYNON Kol PETETTETA GUPPWVa PE TNV 0pBr KAIVIKF TIpaKTIkr (BA. TTapdypa-
@0 4.2). Ammidaipikég TTapdueTpol: Ze aoBeveig Tou éAaBav aywyn pe tocilizumab Trapa-
TNPHBNKaV aUEATEIG OTIG AMTISQIMIKEG TIAPAUETPOUG, CUUTTEPIAAHBAVOUEVWY TG OAIKAG
XOANOTEPOANG, TNG XaHNANG TTukveTNTag Aimrottpwreivng (LDL), TNG uywnArg TTUKvOTNTOG
Amrotrpwreivng (HDL) kai Twv TpiyAukepidiwy (BA. Tapaypago 4.8). 2Tnv TAsloyngia
TWV 00BeVWY, eV UTTAPEE aU§NON Twv aBNPWHOTIKWY SEIKTWY Kal O QUEAOEIG TNG OAIKAG
XOANOTEPOANG avTaTIOKPIBNKAV 0T BepaTTEian PE AVTINTTISAIMIKOUG TIAPAYOVTEG.

2€ 6Aoug Toug aOBEVEIG, N EKTIUNON TWV AIMTISAIKIKWY TIOPAUETPWY Ba TTPETTEN val TTpay-
paToToleiTal 4 éwg 8 RdouGdEG ETA TNV évapén Tng Beparreiag pe RoActemra. H avTi-
HETWTTION TwV a0BeVWV Ba TIPETTEN VA YIVETAI CUPPWVA HE TIG TOTTIKEG KAIVIKEG KOTEUBU-
VTAPIEG OONYIES YIa TNV QVTILETWTTION TNG UTTEPAITISQIYICG.

Neupoloyikeg diatapaxég: Or iaTpoi Ba TIPETTEN Va gival O€ ETTAYPUTTVION VIO CUUTITWUO-
TO TTOU TNBAVIIG UTTOBNAWVOUY EVOPEN VEWV KEVTPIKWV OTTOMUEAIVWTIKWY JIATOPOXWV.
H mBavéTtnta eupaviong Kevipikrg amopueAivwong pe To RoActemra givar dyvwoTn eTri
Tou TrapdvTog. KakorBeia: O kivduvog KakonBelag eival augnuévog oToug aoBeveig pe
peupaToeldr apBpiTida (PA). Ta avoooTPOTIOTIOINTIKG PAPHOKEUTIKA TTPOIOVTA EVOEXETAI
va augricouv Tov kivduvo kakonBeiag. EyBoAiacioi: Ta euBoAia pe QuvTeg 100G Kal Ta
€UBONT pE £§aOBEVNUEVOUG JWIVTEG 10UG OEV Bal TIPETTEN VO XOPNYOUVTaI TAUTOXPOVD HE
70 RoActemra, kaBwg n KAVIKr) ac@aAeia dev éxel emBeRaiwBEei. Ze pia TUXAIOTTOINPEVN
HEAETN avoIXTAG ETIONUAVONG, EVAAIKeG aoBeveig pe PA uttd Beparreia e Roactemra kai
MTX Atav IKavoi va avaTrTigouv Wi aTTOTEAECHATIK aTrdvinon, N oTioia ATav GUYKpi-
OIUN YE TNV OTTavTNon Twv aoBevwyv uTié Beparreia pe MTX pévo, kai ota dUo epBoNia
T600 Tou 23-5UvVapouU TTOAUCOKXOPISIKOU EBOAIOU TOU TTIVEUHOVIOKOKKOU 600 Kal KOl TOU
€lBOAioU yia Tov TOEOEIDN TETAVO. ZUVIOTATAI 0€ GAOUG TOUG OBEVEIG Kal IBIaiTEPT OTOUG
TIaAIBIATPIKOUG 1) NAIKIWPEVOUG aOBEVEIG, va EXOUV OAOKANPWOE! OAEG TIG AVOCOTIOINTEIG
TOUG GUPPWVA LE TIG ITXUOUCEG 0BNYiES YIal TNV avoooTIoiNon TTPIV aTTo TNV évapen NG
Beparreiog pe 10 RoActemra. To diGoTnua PETAgU Twv EYBONOCUWY PE WVTEG 10UG Kl
NG évapéng Tng Bepareiag e RoActemra Ba TTpéTTel va gival CUPQWVO PE TIG I0XUOU-
0€G KaTeUBUVTAPIEG 0dNYiES i TOV ELBOAICUG GO0V OPOPE TOUG AVOTOKATACTAATIKOUG
Trapdyovteg. Kapdiayyelakog kivduvog: Or acBeveig pe peupatoeidr) apBpimida (PA) di-
OTPEXOUV AUENUEVO KIVOUVO EUPAVIONG KAPDIAYYEIOKWY dIaTapaxwy Kai 8a TIPETTEl va
QVTIUETWTTIOTOUV OI TIAPAYOVTEG KIVOUVOU TTOU QVTIPETWTTICOUV (TT.X. UTTEPTAOT, UTTEP-
Amdaiyia) oTo TAciolo TNG ouvrBoug TrEPIBaAYNG. Zuvduaoudg pe aviaywvioTeg TNF:
Aev uidpyel epeipia atmoé T xprion Tou RoActemra padi pe aviaywviotég TNF 1) dAAeg
Bioloyikég Beparreieg o€ aoBeveig peupatoeidr) apBpimda (PA). Aev ouviaTaTal n xprion
Tou RoActemra o€ cuvduaopd pe GAAoug BioAoyikoug Tapdyovteg. MKA: H povoBepa-
Tieia pe Roactemra 8¢ Ba TTPETTEl va XPNOIWOTTOIEITaN YIa TN BEPATTEIR OEEiWV UTTOTPOTIWV
KaBWG N OTTOTEAEOPATIKOTNTA OE AUTO TO TTAAITIO Sev €XEl KaBIEPWOEL. T YAUKOKOPTIKO-
€10r) Ba TTPETTEI va XopnyoUvTal CUPQWVA WE TNV IATPIK EKTIMNON Kal TIG KATEUBUVTH-
pIEG 0dNYiEG TNG I0TPIKAG TIPAKTIKAG. 4.8 AveTBUUNTES EVEPYEIEG: ZUvOYn TOU TIPOPIA
ao@dAeiag: To TTpo®iA aopdaAeiag TTpoépxeTal aréd 4.510 aoBeveig TTou ekTéBnKav oTo
RoActemra o€ kAVIKEG SOKIpEG. H TTAEIOWN@Ia QUTWV TwV AOBEVWIV GUHETEIXE OF PEAE-
TEG TNG PeupaToEIdoUs apbpitdag (n=4.009), evw N UTTOAOITTN EUTTEIPIC TIPOEPXETAI OTTO
HEAETEG YIYOVTOKUTTAPIKAG apTnpimidag (n=149), TToAuapBpIKAg VEaVIKrG I510TTa8oUg ap-
BpiTidag (n=240) Kol CUSTNHOTIKAG VEaVIKAG 1DI0TTaBoug apBpimdag (n=112). To TTpoiA
aogdAeiag Tou RoActemra o€ QUTEG TIG EVOEIEEIG TIOPAPEVE! TIAPOUOIO Kal kN dlagopo-
Troinpévo. O1 TTo ouxvd ava@epOpeveg avemBupnTeg avridpdoelg (ADRs) Atav Aoipw-
€IG TOU aVITEPOU AVATIVEUTTIKOU GUCTHAKATOG, PIVOQOPUYYITIDA, KEQaAaAyia, utréptacn
kol augnuéva emimeda ALT. O1 o ooBapég avemBuunteg avridpdoeig (ADR) ATav ol
OOBAPEG AOIMWEEIG, O ETTITTAOKEG TNG EKKOATIWHATITIDAG Kal O QVTIOPACEIG UTTEPEUITBN-
oiag. AioTa aveTBuunTwy avridpdoswy o€ pop@n Trivaka: O avemBUpnTEG avTIDPACEIG
(ADRs) Trou TrapatiBevTal oTov [Mivaka 1 apoudiadoval avé Karnyopia GUCTAPATOS op-
YAVWV Kal OUXvOTNTa, OI OTTOIEG OPIJOVTal XPNOILOTTOILVTOG Ta akoAouBa KPITAPIA: TTOAU
ouxvn (= 1/10), ouxvi (= 1/100 éwg < 1/10), pn ouyvi (= 1/1,000 éwg < 1/100), oTrévia
(21/10.000 éwg <1/1.000) rjy TTOAU oTrédvia (<1/10.000). EvTdg kaiBe opddag ouxvoTnTag,
ol aveTTBUPNTEG EVEPYEIEG TTapouaiadovTal Pe oeipd pBivoucag cofapdtntag. Mivakag 1.
Z0voyn Twv aveTmBUPNTWY avTidpdoewv (ADR) TTou TTapousidoTnKay o€ aoBeVeic TTou
éAaBav Beparreia pe RoActemra.

Katnyopia / Opyavikd MoAU ouxvég Zuxvég Mn ouyvég
Zoomua
Aiarapoyég Tou eukorrevia,
QULOTTOINTIKOU Kl TOU QOudetepoTevia
AepgikoU ouaTAPATOG
Alotapayég Tou evdo- YToBupeoeidi-
KPIVIKOU OUOTAPATOG [o/1le]4
O@POAAUIKEG DlaTaPAXESG Emimreukinda
Aiarapayég Tou yaoTpe- Kolhiakd GAyog, Zropartimda,
VIEPIKOU OUCTAHOTOG E&éAkwon Tou 016- | FaoTpikd
parog, MaoTpinda €AKog
Ievikég dlatapaxég kar | Avtidpaon oTn Mepipepikd oidnua,
KATAOTACEIG TNG 000U B¢on TG éveong Avridpaon utrepeu-
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TlepdapBavel augAoeig, ol otroieg TUAEyovTal aTo TTAQICIO TNG CUVABOUG EPYacTnPIa-
KAG TTapakoAoUBnang ( BAETTE TO TTAPAKATW KEIUEVO)

Peuparoeidrig apBpimda: EvoopAéBia xprion: H aoeaieia Tou RoActemra éxer peAeTnBei
o€ 5 BITTAG TUPAEG eAeyxXOpEVEG PEAETEG pdong III Kar OTIG TTEPIGSOUG ETTEKTACNG TOUG.
O guvoAikdg TTANBUOHAG eAEyxou TrepIAaPBAvEl OAoUG Toug aaBeveig amrod TIG DITTAG TU-
PAEG AOEIC KABE BaOIKAG PEAETNG ATTG TNV TUXAIOTTOINON PEXPI TNV TIPWTN aAAayr| oTo
BepatreuTikd oxApa f PEXP! Ta dUo Xpdvia. H Tepiodog eAéyxou o€ 4 amtod TIG HEAETEG
Atav 6 priveg kai o€ 1 PeAETN ATaV £wg 2 £Tn. ZTig OITTAG TUPAES EAEYXOMEVEG HENETEG 774
aoBeveig éAapav RoActemra 4 mg / kg o€ ouvduaou6 pe MTX, 1870 aobeveig EAaav
tocilizumab 8 mg / kg o€ ouvduaou6 pe MTX / GMa DMARDs kai 288 aoBeveig éAaav
HovoBeparreia tocilizumab 8 mg / kg. O ouvoAikég TTANBuopdg €kBeang TrepIAapBAaver
6Aoug Toug aaBeveig ol otroiol éAaBav TouhdioTov pia déon RoActemra, gite otnv di-
TIAG TUPAT eAeyXOUEVN TTEPIODO €iTE OTNV QVOIKTHG ETTICHHAVONG PACN ETTEKTOONG TWV
peAeTwv. ATTO Toug 4.009 aoBeveig o€ autd Tov TTANBuopd, 3.577 aoBeveig EAaBav Be-
parreia yia Touhdyiotov 6 prveg, 3.296 aoBeveic éAaBav Beparreia yia Touhdyiotov 1
€106, 2.806 aoBeveig EAaBav Bepateia yia TOUAAKIOTOV 2 £Tn Kai 1.222 aobeveig EAaBav
Beparreia yia 3 €. Mepiypa@r) emAypévwy aveTmBUPNTWY avTIdBPAoewy: ACINWEEIG
121G EAeYXOHEVEG HENETEG BIAPKEING 6 PNVWY, TO TTOGOOTO GAWY TWV ACIMWEEWY TTOU
avagépbnkav pe v aywyr 8 mg/kg RoActemra og ouvduaopd pe DMARD rrav 127
oupBavta avd 100 acBevoEtn oe olykpion pe 112 oupBdvra ava 100 aoBevoétn oTnv
opada Trou EAae eikoviko pappako auv DMARD. ZTov TTANBUCUO HOKPOXPOVIaS €kBe-
0oNg, T0 GUVOAIKS TTO00O0TO TwWV AolpwEewv pe RoActemra fAtav 108 cupBavta avd 100
aoBEeVOETN €kBEONG. ZTIG EAEYXOUEVEG KAIVIKEG HEAETEG DIGPKEING 6 PNVWY, TO TTOOOOTO
Twv goBapwv Aoiuwgewv pe Ta 8 mg/kg RoActemra ouv DMARD Atav 5,3 oupBdvia
avd 100 aoBevoéTn €kBeong ouyKpPITIKG e Ta 3,9 cupBdvTa avd 100 aoBevoéTn €kBeong
oTnv opdada TTou £AaBe elkovikd @appako ouv DMARD. Ztn peAémn povoBeparreiag, 10
TI0000TO TwV ToBaPWV AolpwEewy ATav 3,6 cupBdavta avd 100 acBevoém £kBeong oTnv
opada Tou RoActemra kai 1,5 oupBdvra ava 100 aoBevoétn €kBeong otnv opdda NG
MTX. Z10 gUvoAo Tou TTANBUGHOU €KBECNG, TO CUVOAIKG TTOOOOTS TWV COBAPWY AOI-
wWEewv ATav 4,7 oupBdvra avd 100 aoBevoétn . ZTig avagepBeioeg 0OBAPEG AOIHWEEIS,
OPIOKEVEG €K TWV OTIOIWV €ixav Bavatn@opo €kBacn, SUPTTEPIAaPBAvVOVTaAI TIVEUHOVIa,
KUTTapiTda, £pTNG (WOTAPAG, YOOTPEVTEPITION, EKKOATIWUATITION, onyalpia kal BoakTnpl-
aKkr apBpimida. Exouv avagepBei £TTioNG TTEPIOTATIKGE EUKAIPIOKWY AOINWEEWV. AIGECN
TIveupovoTaBeia: H diatapaypévn TIVEULOVIKE AEIToupyia evOEXETAI va aUEAOE! TOV Kiv-
Buvo egpaviong AolpwEewv. Exouv uttdipgel avapopég PETa aTréd Tnv KUKAopopia Sidue-
ONG TIVEUOVOTTABEING (OUPTTEPINIUBAVOUEVNG TNG TIVEUHOVITIOAG KAl TNG TIVEUUOVIKAG
ivwong), HEPIKEG €K TwV OTTOIWV gixav BavaTn@opeg ekBdoels. MFaoTpevTepikr didTpnon:
Katé Tn didpkeia EAeyXOHEVWY KAIVIKWY SOKIMWYV SIGPKEING 6 UNVWV, TO GUVONKS TTO0O-
OTO YaoTPEVTEPIKAG diaTpnong fitav 0,26 cupBdvTa ava 100 acBevoétn oTn Beparreia e
tocilizumab. XTov TTANBUOPS HaKPOXPOVIaG EKBETNG, TO GUVOAIKO TTOCOOTO YOOTPEVTE-
pIkrg didTpnang Atav 0,28 cupBdvTa avd 100 aoBevoETn. AvapopES VI YAOTPEVTEPIKN
didTpnon pe RoActemra avagépBnkav KUPIwg wg TTITTAOKES TNG EKKOATIWHATITIOAG, OTIG
0TT0iEG OUYKATAAEYOVTAI N YEVIKEUPEVN TTUWONG TTEPITOVITIOA, N SIGTPNOTN TOU KATWTEPOU
YOOTPEVTEPIKOU CUCTHHATOG, TA GUPIYYIO KOl TO aTToTNHA. AVTIOPACEIG KATA TV £yXuon:
2TIG EAEYXOUEVEG KAIVIKEG HEAETEG DIGPKEING B UNVWV, Ol QVETTIOUUNTEG EVEPYEIEG TTOU OXE-
Tidovtan pe TV €yxuon (ETMAeypEVa CUPBAVTA, Ta OTTOIO EPPAVIOTNKAV KATA TN SIGPKEIX
NG £yXuong 1 evidg 24 wpwv amd Tnv €yxuon) avaeépbnkav o€ TooooTod 6,9% Twv
aoBevwy oTnv opdda Tou AduBave 8 mg/kg tocilizumab cuv DMARD kai o€ TTo000TO
5,1% Twv aoBevWV TG opddag TTou AduBave eikoviké edppako ouv DMARD. Ta oupd-
VTa TIOU ava@épBnKav KaTd Tn SIGPKEIa TNG £yXUONG apopoUoav KaTd KUPIO AGYo UTTEp-
TOOIKG ETTEITODIA. Ta CUPBAVTA TTOU avapEPBNKaV EVTOG 24 wPWV atTd TNV oAokAjpwon
NG éyxuong agopouoav Kepahalyia kal SEpUATIKEG avTIOPAOEIG (€5avOnua, Kvidwaon).
AuTd Ta oupPBAvTa dev ATAV TTEPIOPIOTIKG yia TN BepaTeia. To TTOCOOTO TWV AVAPUAG-
KTIKWV QVTIOPACEWY (O OTTOIEG EPPaVIOTNKAV GUVOAIKA Ot 6 ammd Toug 3778a0Beveig,
T0000T6 0,2%) ATAV APKETEG POPEG UYNAGTEPO WE TN SdoN Twv 4 mg/kg, CUYKPITIKG pE
TN d6on Twv 8 mg/kg. KAIvIKé onuavTikég oxemifopeveg pe 1o RoActemra avridpdoeig
UTTEPEUAITBNTIaG, AOYWw TWV OTTOIWV XPEIAOTNKE va dIAKOTTEN N Beparreia, avapépdnkav
ouvolikd og 13 amé Toug 3778 aoBeveig (0,3 %) aToug otroioug xopnyriBnke RoActemra
KaTé T SIGPKEIR EAEYXOHEVWV KOl AVOIXTWV KAIVIKWV PEAETWV. AUTEG OI QVTIBPACEIG TTO-



POTNEABNKAV O YEVIKEG YPAUUEG WETAEU TNG DeUTEPNG Kal TNG TTIEPTITNG £YXUONG TOU
tocilizumab (BA. Trapdypago 4.4). Oavarneopog avaguAagia Exel avapepBEi PETA aTtd
TNV €yKpIon TNG GdEIg KUKAOPOPIag Tou (papUAKoU KaTé Tn SIGPKEIa TG BepaTTeiog e
RoActemra evoo@AéBia (BA. TTapdypago 4.4). AvoooyovikoTnTa:
211G EAEYXOHEVEG KAIVIKEG DOKIUEG DIGIPKEING 6 PNVWV EETAOTNKAY OUVOAIKG 2.876 aoBe-
VEiG yia avTiowuaTa Katd Tou RoActemra. ATio Toug 46 aobeveig (1,6%) TTou avéTrTugav
avTiowpara Katd Tou RoActemra, ol 6 Trapouciaoav pia OXeTICOUEVN IATPIKG GNUOVTIKA
avTidpaon utrepeuaioBnaiag, n otoia 0dAyNoe 5 ot autolg OE OPIOTIKA SIAKOTTA TG
Bepareiog. Tpiavta aoBeveig (1,1%) avéTrTugav e§OUBETEPWTIKG avTIoWUATA. AIOTOAO-
YIKEG dlatapaxég: OudeTepO@IAa: XTI EAEYXOMEVEG KAIVIKEG SOKIPEG DIGPKEING 6 UNVWV
€UPAVIOTNKE PEiwo Tou apiBuol oudeTepoPIAwY KaTw attod 1 x 10% L o€ TrooooTo 3,4%
Twv aoBevv TTou AdpBavav 8 mg/kg RoActemra auv DMARD, évavti TrooooTou <0,1%
TwV aoBevWV TTou AdpBavav eikoviko gpdppako ouv DMARD. Or picoi Trepitrou aobeveig,
ol otoiol avérrTugav ANC < 1 x 10%L Trapouciacav autr| T peiwon evidg 8 eRSouddwv
amd TV évapgn g Bepareiag. Meiwoelg kdtw amd 0,5 x 10%/L avagépbnkav oTo 0,3%
Twv aoBevwv Trou AduBavav 8 mg/kg RoActemra ouv DMARD. ‘Exouv avogepbei Aoi-
HWEEIG pe oudeTepotTevia. Kard Tn didpkeia TNG SITTAG TUQANG EAEYXOUEVNG TTEPIGDOU
KOl KATG TNV HOKPOXPOVIO €KBEDN, N YEVIKT EIKOVA KOl 1 ETTITTTWON TWV PEIWOEWY OTOV
apIBPO TWV OUSETEPOPIAWY TIAPEUEIVAV CUHBATEG E QUTA TTOU EiXav TTapaTnENBEi OTIg
€AEYXOMEVEG KAIVIKEG OOKINEG DIGPKEIAG 6 UNVWV. AIOTTETEAIA: ZTIG EAEYXOMEVEG KAVI-
KEG OOKIEG SIGPKEING 6 PNVWVY TTApaTNERBNKE PEIWGN TOU aPIBOU AIMOTTETONIWY KATW
Tou 100 x 10%uL o€ TToo00T6 1,7% Twv 0oBevWY TIou AduBavav 8 mg/kg RoActemra
ouv DMARD, évavTl TooooTol <1% Twv aoBeviv TTou AGpBavav €IKOVIKO QApuaKo
ouv DMARD. AUTEG 01 PEIIOEIG GNUEIBNKAV XWPIG VO CUVOSEUOVTAI ATTO QIOPPAYIKG
oupBavra. Katd tn Sidpkeia TnG SITTAG TUPARG EAEYXOUEVNG TTEPIGOOU KAl KATA TN JAKPO-
XPOVIa EKBEDN, N YEVIKNA EIKOVA KAl N ETTITTTWON TWV UEIWOEWY TOU apiBuoU aIPoTTETaNIWY
TIapéueIvav oUPBaTéG Pe Goa eixav TTpaTnENBET OTIG EAEYXOUEVEG KAIVIKEG DOKIMEG DIdip-
KEIOG 6 unNvwv. Exouv onueiwbei ToAU OTTAVIES avapOopES TTAVKUTTQPOTTEVIS ETE aTTd
TNV KukAogopia Tou @apudkou. AUEATEIG NTTOTIKWY TPAVOOUIVOOWV: ZTIG EAEYXOUEVES
KAWVIKEG SOKIMEG SIGPKEIaG 6 Pnvwv Trapatnprienkayv Tapodikég augrioeig Tng ALT / AST
>3 x ULN o€ 1000076 2,1% Twv aoBevwv Tiou AdpBavav 8 mg/kg RoActemra évavri
Tr0000T0U 4,9% Twv acBevwv TTou AduBavav MTX, kal o€ TToo00T6 6,5% Twv aoBeviv
Tou AduBavav 8 mg/kg RoActemra ouv DMARD évavTi 1,5% aoBevwv Tou AduBavav
€IKOVIKO @dppako ouv DMARD. H 1ipoobrikn SuvnTIK& NTTATOTOSIKWY QOPUAKWY (TT.X.
MTX) otn povoBepareia pe tocilizumab €ixe wg ammotéAeopa TNV augénuévn ouxvoTTa
auTWV Twv augnoewv. Or augnoeig Tng ALT/ AST >5 x ULN TrapatnpriBnkav o€ 1000010
0,7% Twv acBeviv uTTé povoBeparreia pe RoActemra kai o€ 1,4% Twv aoBevwv uTid
Beparreia pe tocilizumab ouv DMARD, n TAgioyn@io Twv OTToiwv JIEKOYE OPIOTIKG TN
Beparreia pe tocilizumab. AuTEG 01 QUEHOEIG BEV OUOXETIOTNKAV HE KAIVIKG OXETICOMEVN
augnon Tng apeong XoAepuBpivng oUTE e KAIVIKEG EVOEIGEIG NTTOTITIDAG A NTTATIKAG du-
oAeiToupyiag. Kard T didpkeia TG SITTAG TUPARG EAEYXOHEVNG TTEPIGDOU, N ETTTTTWON TG
augnong TNG €MPETNG XOAEPUBPIVNG TTGVW aTTO TO AVWTEPO PUTIOAOYIKS GpIo, N oTToia
OUVEAEYN WG oUVABNG EpYaCTNPIAKN TTAPANETPOG, €ival 6,2% o€ aoBeveig TTou AdduBavav
8 mg/kg RoActemra ouv DMARD. To 5,8% Tou GuvoAoU Twv aoBevwy EPPAvioe augnon
NG €Upeong XoAepuBpivng > 1 éwg 2 x ULN kai 10 0,4% eixe abgénon > 2 x ULN. Katd
n SIdpKela TNG SITTAG TUPARG EAEYXOHEVNG TTEPIGBOU Kal KATA TN HaKpoxXpovia €kBean,
N YEVIKA €IKOVA Kal N ETHTITWON Twv augnoswv Tng ALT/AST mapéueivav oupBaTég Pe
6oa gixav TTapatnPnBei oTig EAEYXOMEVEG KAIVIKEG DOKIEG Bidpkeiag 6 punvwv. Armmdal-
HIKEG TTOPAPETPOI: KOTd TN SIGPKEIR EAEYXOHEVWY SOKINWY DIAPKEING 6 UNVWV, avopép-
Bnkav ouyvd augnoelg oTiG ANTTISAIMIKEG TTAPAPETPOUG, OTTWG N OAIKR XOANGTEPOAN, Ta
TPIYAUKEPIdIa, N xoAnoTepOAn LDL kai/f n xoAnotepoAn HDL. Me Tn ouviien epyaoTn-
plakr) TrapakoAoUuBnon TrapaTnErBNKE OTI TIEPITIOU TO 24% Twv acBevwv Trou AdpBave
RoActemra o€ KAIVIKEG SOKIPEG EPPAVIOE EPPEVOUTESG AUENTEIG OTNV ONIKT| XOANOTEPOAN
26,2 mmol/ L, pe 10 15% va epgavidel eppévouca augnon oty LDL éwg = 4,1 mmol/L.
O1 augAoelg TwV AITISAIKIKWY TIOPAHETPWY QVTILETWTTIOTNKAY OTTOTEAEOHATIKE WECW
aywyng HE avTINTISaIPIKOUG TTapayovTeg. Katd Tn didpkeia TNG SITTAG TUPANG EAEYXO-
HEVNG TTEPIODOU Kal PE T PHAKPOXPOVIa EKBEDT, N YEVIKNA EIKOVA KAl N ETTITTTWON TWV QU-
Enoewv oTIg NTISAIIKES TIOPAPETPOUG TIAPEPEIVAY TUUBOTEG e 6o giXav TTapaTnEnBEi
oTIG eAeYXOMEVEG KAIVIKEG DOKIEG Didpkelag 6 pnvwv. KakonBeleg: Ta KAIVIKG dedopéva
Sev eTTAPKOUV yia TNV aglIoAGYNan TNG EVOEXOHEVNG ETTITTTWONG TNG KAKONBEIAG PETE aTTO
v ékBeon oo tocilizumab. O1 agloAoyAoEIg TG HOKPOXPOVIAS aOPAAEING BpiokovTal
o€ €GENEN. AepparTikéG avTIdpAoelg: MeTd TNV KUKAO@OpIa TOU TTPOIGVTOG UTPEV TTOAU
OTIAVIEG QVaPOPES TOU auvdpSUou Stevens-Johnson. YTTodopia Xprion : PEUPATOEIBHG
apBpinda: H aopdAeia Tou uTroddpiou RoActemra otn peupartosidr apBpitda (PA) re-
pihapBaver TN PeAETN SC-I, piat SITTAG TUPAR, EAEYXOUEVN, TIOAUKEVTPIKNA MEAETN. H peAéTn
SC-I Arav pia HEAETN PN KATWTEPSTNTAG, N OTIOIK CUVEKPIVE TNV QTTOTEAETUOTIKOTNTA KOl
TNV ao@dAeia Twv 162mg RoActemra XopnyoUpevwy KABe pic eBOOPAdA EVaVTI TwV €V~
SopAeBiwg xopnyoupevwy 8 mg/kg o€ 1.262 aobeveig pe peupatoeldn apbpinda (PA).
‘OMoi o1 aoBeveig éhaBav pn Bioroyikd DMARDs wg Baoikr Beparreia. H ao@dAeia kai n
QVOOOYOVIKOTNTA, Ol OTIOIEG TIAPATNPABNKAV YIa TO UTTOd0piwg XopnyoUupevo RoActemra
ATAV GUVETTAG PE TO YVWOTO TIPOPiA ao@AAeiag Tou eviopAERIiou RoActemra kal Sev Tra-
POTNPABNKAV VEEG ) N OVOUEVOUEVEG QVETTIBUHNTEG QVTIOPACEIG OTO PAPHAKO (BAETTE
Nivaka 1). YynAdtepn ouyvotnta avridpdoswy ot B€on TG €veang TraparnprRonkav
oTa OKEAN TNG UTTOBOPIAG XOPHYNONG CUYKPITIKG HE TIG UTTOSOPIES EVETEIG EIKOVIKOU Pap-
HaKou oTa OKEAN TG EVBOPAEBIAg Xopriynang.
AvTIBPaoEig TG BEang éveong: Katd T SIGPKEIX TG EAeyXOpEVNG TepIoSou SIPKEIDS 6
PNV, 0T PEAETN SC-1, 1 oUXVETNTa Twy aVTIBPACEWY TN B€0n Tng eveong frav 10,1%
(64/631) kai 2,4% (15/631) VIO TIG UTTOBOpIEG EVETEIG tocilizumab Kol TIg UTIOSGPIES EVvé-
OEIG EIKOVIKOU appdkou (opdda evBopAEBIag xopriynong) avd eBdopdda, avrioTtolxa. Ot
OUYKEKPIPEVEG QVTIDPACEIG OTn Béon Tng éveang (oupTTepIAapBavopévou Tou epubriua-
TOG, TOU KVNOHOU, TOU TIOVOU KaI TOU QIATWHOTOG) ATAV ATTIEG £wG ETPIEG O€ BapUTnTa.
YToxwpnoav aTnv TAElongia Toug Xwpig Bepatreian kal kapia dev kabioTouoe amapai-
TNTN T SIOKOTTT) TOU PAPHEKOU.
AvoooyovikotnTa: 1n peAéTn SC-l, ouvoAikd 625 aoBeveig, ol omoiol éhaav Bepa-
Treia pe 162mg RoActemra kaBe pia efdopdda eEETAOTNKAV YIa AVTIGWHOTA £VAVTI TOU
RoActemra oTnv eAeyxopevn Trepiodo didipkeiag 6 pnvuv. Mévie aobeveig (0,8%) avé-
TrTugav BeTIkd avTiowuata évavtl Tou RoActemra. ATro autoUg, 6Aol avéTTTugav e§oude-
TEPWTIKG avTiowyaTa évavt Tou RoActemra. ‘Evag aoBevrig eGeTAOTNKE BETIKOG yia TOV
1061UTIO IgE (0,2%). 21N peAéTn SC-II, ouvolika 434 aoBeveig, ol otroiol éAafav BepatTeia
pe 162mg tocilizumab KdBe delTepn €BSOUASH ECETAOTNKAV VIO AVTICWHUATA £vVAVTI TOU
RoActemra otnv eAeyxopevn trepiodo didpkeiag 6 pnvwy. ETTa aoBeveis (1,6%) avé-
TrTugav BeTIkd avTiowpata évavtl Tou RoActemra. Ao autoUg, ol €€ (1,4%) avéTrTugav
£EOUBETEPWTIKG avTIowpaTa évavTl Tou RoActemra. Téooepig 0oBeveig e5eTAOTNKAV BETI-
Koi yia Tov 1o6TUTTO IgE (0,9%). A€V TTapaTnErBNKE GUOXETION OVAUEST OTNV QVATTTUEN
QVTICWHATWY KOl TNV KAIVIKR) avTaTtokpion 1 Ta aveTTiBuunTa oupBavta. AIHOTOAOYIKEG
Slatapayég: Oudetepd@iAa: KaTd Tov TKTIKO epyaoTnpIakd éAeyxo TrapakoAoubnong,
oTnv eAeyxopevn KAIVIKA peAéTn SC-l Sidpkeiag 6 pnvwy Tou tocilizumab, peiwan otov
apIBP6 Twv oudeTEPOPIAWY KATW aTtd 1 % 109/L onuednKe oTo 2,9% Twv aoBEVWY, ol
otroiol AduBavav Tnv utroddpia eBdopadiaia d6on. Aev UTTPEE CaPrg oxEéon avaueoa
OTIG HEIWOEIG OTOV apIBud Twv oudeTepoPilwy kaTw até 1 x 10%L kai TV epgavion
ooBapwv AoIpwEEWY. AloTTETAAIC: KaTé TOV TAKTIKG £pYacTnPIaKG EAEYXO TIOPOKOAOU-
Bnong, oTnv eAeyxopevn KAIVIKA PEAETN SC-I didpkeiag 6 pnvwv Tou tocilizumab, kavévag
aTd Toug aoBeveig TG uTTodOpIag eRSopadIciag doong dev EPPAVIOE Peiwaon oTov apib-
HO Twv aipoTreTaAiwy o€ <50 x 10%/uL. Augnoeig NTTaTIkwy Tpavoauivaowyv: Katd tov
TOKTIKO EPYOOTNPIOKS EAEYXO TTApakoAOUBNaNG, 0TNV eAeyXOHEVN KAIVIKF) PEAETN SC-| di-
dpkelag 6 pnvwy Tou tocilizumab, TTaparnprnénke adg¢non oty ALT 4 Tnv AST 2 3 x ULN
o€ TT0000T06 6,5% Kal 1,4% Twv aoBeVWY, avTiaTolxa, oTNV UTTodopIa Rdopadiaia doon.

ANmSaIpIkEG TTapapeTpol: KaTd Tov TaKTIKG £pyacTnpiakd EAeyxo TrapakoAouBnong, oTnv
eAeyxopevn KAVIKR peAéTn SC-I Sidpkeiag 6 pnvwv Tou RoActemra, 19% Twv aoBevwv
EUPAVIOE EPUEVOUTEG QUEHOEIG OTNV OAIKT) X0ANaTEPOAN > 6,2 mmol/L (240 mg/dl), pe
10 9% va eggavidel eppévouca adgnon oty LDL ota 2 4,1 mmol/L (160 mg/dL) oy
uTrodopIa eRdopadiaia d6on. YTodopia xprion: Myaviokutrapikn aptnpitida: H aoead-
Aeia Tou utrod6pIou RoActemra éxel pueAeTnBei o€ pia peAétn ddong Il (WA28119) pe
251 aoBeveig e yIyavToKUTTOpPIKA apTnpeiTda. H GUVOAIKR SIGPKEIX TWV ETWV 0OBEVWV
o€ 0AOKANpPo Tov TTANBuouo ékBeong oTo RoActemra rtav 138,5 € aoBevwv kard T
12unvn JITTAG TUPAR, EAEYXOUEVN PE EIKOVIKO QAPUAKO paon TnG YEAETNG. To GuVONkS
TIPOPIA AoPAAEIOG TTOU TTAPATNPRABNKE OTIG OUadES BepaTteiag Tou RoActemra rTav ou-
VETTEG WE TO YVWOTO TIPOPiA ao@dAeiag Tou RoActemra (BAEme Mivaka 1). Aolpweeig:
To 000016 TWV GUPRAVTWY AoipwEng/coBaprig AdiHwWENG ATAV ICOOKENICUEVO QVAUECT
oTnv opdda Tou efdopadiaiou RoActemra (200,2/9,7 cupBdvta avd 100 £€Tn aoBevudv)
£vavTl Twv opddwy Trou €AaBav EiTe EIKOVIKO PAPUAKO OE OUVOUOOUO pE TIPESVICOVN
ot oTadiokr peiwan yia 26 eBdouddes (156,0/4,2 oupBavta avd 100 £Tn acBevwv) eite
€IKOVIKO PAPHOKO O€ OUVOUOOUO We TIPEdVICOVN o€ oTadlakn peiwon yia 52 Rdouadeg
(210,2/12,5 oupBdvra ava 100 £n aoBeviv). Avidpdoelg oTn Béon Tng €veang: Zmv
opdda Tou ePdopadiaiou uTroddpiou RoActemra, ouvolikd 6% (6/100) Twv aoBevwv
QAVEPEPE QVETTIBUKNTN QVTIOPOON TTOU ONUEIWBNKE OTn BEan TNG UTTOSBPING éveong. Aev
avapépbnke oopapn avtidpaon aTn Béon TG €veang wg coBapd avemBUPNTO GUPRAV
1 TIou va €Xpnde SIOKOTTAG TNG BepaTTeiag. AvoooyovikoTnTa: XNV oJada Tou eBSopad-
aiou utTod6pIou RoActemra, évag aoBeving (1,1%, 1/95) avETTTUEE BETIKG EEOUDETEPWTIKG
avTiowyaTa évavtl Tou RoActemra, av kai 6x1 Tou 10010TToU IgE. Autdg 0 aoBevrig dev
QvETTTUSE avTidpacn utrepeuaiobnoiag rj avtidpaon oTn B€on TNG £éveang. AIHOTOAOYIKEG
SloTapaxég:

OudeTepo@ira: Kara Tov epyactnpiakd €Aeyxo TapakoAoUBnong pouTivag oTnv eAey-
XOUeVN KAIVIKA JEAETN Sidpkeiag 12 pnvwv Tou Roactemra, peiwon otov apiBud Twv
0OUGETEPOPIAWY KETw atrd 1 x 10%L onpeidnke o€ 4% Twv aoBeviv 0TV Opada Tou
eBdopadiaiou uTTod6pIou RoActemra. Autd dev TrapaTnprRBnKe o€ Kapia atmo TIG OuAdEg
TOU EIKOVIKOU PapUAKOU OE CUVOUAOHO e TTpedvI{OVN UTTO OTaSIOKN HEiwon. AIOTTETA-
Na: Katd Tov epyaotnpiakod €Aeyxo TTapakoAouBnang pouTtivag oTnv eAeyXOpEVn KAIVIKN
HeAéTn didpkeiag 12 punvwv Tou Roactemra, évag aoBevrig (1%, 1/100) oTnv opdda g
eBdopadiciog utrodopiag Xopriynong RoActemra epgdvioe éva €TEICODIO TIAPODIKNG
Heiwong Tou apiBoy Twv alpoTreTaAiwy o <100 x 10° / pL xwpig oxeT{dpeva aipop-
payIka oupBavTa. Agv TTapaTnPABNKE PEIWON OTOV apIBPS TWV AILOTTETAAIWY KATW aTTé
100 x 10°/ pL o€ oTToIadATIOTE ATTO TIG OPADEG TOU EIKOVIKOU POPHEKOU OE GUVBUACHS
He TTPedVIZOVN UTTO OTAdIaKA PEiWaT.

AugAoEIG NTTATIKWY TPpavoauivaowv: Katd Tov epyaotnpiakd €Aeyxo TrapakoAoubnong
pouTivag oTnv eAeyxopevn KAVIKr) PEAETN didpkeiag 12 pnvwv Tou Roactemra, Trapa-
TnerRBnke augnon otnv ALT 23 x ULN o€ 000016 3% Twv aoBeviv otV opdda Tng
£BSopadiaiag uTTodopIag Xopriynong RoActemra cuykpITIKG e TT000OTO 2% GTNV OUA-
B0 TOU EIKOVIKOU POPHAKOU OE CUVOUAOHO e OTdIOKA peloUpevn Tiedvidovn yia 52
€BOOUASEGS Kal Kapia augnon oTnv oJAada TOU EIKOVIKOU POPUAKOU OF OUVOUOOUO WE
oTadlakd peloupevn TPEdVIZOVN yia 26 BSopddes. Mapatnprbnke augnon oty AST
> 3 ULN o€ oo00T6 1% Twv aoBeviv oTnv opdada Tng eBOopadiaiag utroddplag Xo-
priynong RoActemra, GuykpITIKG pE Kavéva aoBevri o€ OTTOIAdATIOTE aTTO TIG OHASES TOU
€IKOVIKOU (apPaKou o€ OUVOUOOUO WE OTadIOKA WEIOUEVN TTIPEBVIZOVN. AITTIBIMIKEG
TrapdpeTpol: Kard Tov epyactnpiakd €Aeyxo TrapakoAoUBnong pouTivag aTtnv eAeyxo-
Hevn KAIVIKF) PEAETN Bidpkelag 12 unvudv Tou Roactemra, 34% Twv 00BEVWV ENPAVIOE
epévouoeg augnoeig aTnv oAikry XoAnaTepdAn > 6,2 mmol/L (240 mg/dL), pe 10 15%
va eggavigel eppévouca augnon otnv LDL ota = 4,1 mmol/L (160 mg/dL) ot opdda
NG eBGopadiaiag uTroddpiag Xopriynang RoActemra. YTroddpia xopriynon RoActemra:
TroAuapBpikry NIA: To TTpo@iA ac@dAeiag TG uTTod6pIag Xopriynang RoActemra agioho-
ynénke kai og 52 maidiaTpikoUg aoBeveig pe TroAuapBpik NIA. H ouvoAikr ékBeon Tou
aoBevoug ato RoActemra og 0AOkANPoO Tov TTANBUCHO €kBETNG Pe TTOAUAPBPIK VEaVI-
Kkn} 1B1oTTabr apBpinda Atav 184,4 acBevo-£tn yia IV xopriynon kai 50,4 acBevo-£Tn yia
Tnv uTrod6pPIa Xopriynan tocilizumab. Mevikd, To TTPo@iA ao@dAeiag TTou TrapaTtnprRonke
oToug aoBeveig Pe TToAuapBpikr NIA ATav GUVETTEG PE TO YVWOTO TIPOPIA AoPAEAEIag Tou
RoActemra pe e§aipeon Tig avTidpdaaelg otn Béon Tng éveong (BA. Mivaka 1). Or aobeveig
We TroAuapBpikr) NIA epgavicav avTidpdaeig oTn BEan TG €veang KATOTTIV UTTOd6PIAG
xopriynong RoActemra pe peyaAltepn ouxvotnta o€ oUykpion We Tov eviAiko TTANBu-
OPO UE peUpaTOEIdh apBpimda. NAOINWEEIG: ZTN PEAETN TNG UTTODOPIAG XOPrynong Tou
RoActemra, To 000016 Aoipwgng oToug aoBeveig pe oAuapBpikry NIA Tou éAaBav
uTrod6pIo RoActemra rTav GUYKPICIKO WE TO TTOCOOTO TwWV ACBEVWY E TTOAUTPOPIKA
NIA 10U éAaBav IV RoActemra. AvTidpdoeig aTo onpeio TG éveong: Eva ouvoAiké TTooo-
016 28,8% (15/52) Twv aoBevwv e TToAuapBpikr NIA eppavioe avTIdpAcEIG OTO GNUED
NG éveong karoTv utrodopiag xopriynong RoActemra. O1 ev Ayw avTidpaaoelg eppavi-
oTnkav o€ 000010 44% Twv aoBevwY pE owuaTikd Bapog 230 kg ot oxéon pe 14,8%
TwV aoBevwV pe BAapog kaTw Twv 30 kg. OI TTIO CUXVEG QVTIOPACEIG OTO GNUEID TNG €Ve-
ong ATav TOTTIKG £pUBNUA , 0idNua, AINGTWHA, GAYOG Kal Kvnopdg. OAeG ol avTIdPAoElg
OTO ONEIO TNG £VETNG TTOU avaPEPBNKaV ATaV un coBapd aupBavta BaBuou 1 kal Kapia
amo TIG avTIOPACEIS AUTEG Sev ATTAITOUCE TNV OTTOCUPCT TWVY aoBEVWY aTtd T BepaTreia
1 Tn Sl0KoTTA TNG S00NG. AVvOoOoyovIKOTNTA: 2T PEAETN UTTOSOPIaG XOPHYNONG, TTO00OTO
5,8 % [3/52] aveTTuge BeTIkG €GOUBETEPWTIKA aVTIOWHATA KATA TN tocilizumab Xwpi va
avamTUgel coBapr) A KAIVIKG OnUavTIKA avTidpaon utrepeuaiodnaiag. ATré Toug ev Adyw
3 aoBeveig, 1 amooUpBnke aTro TN UEAETN OTN CUVEXEID. AgV TTOPATNPABNKE CUTXETION
QAVAPESTA OTNV avATITUEN QVTICWHATWY Kal TNV KAIVIKR avTatrokpion 1 1o avermouunTa
oupBavTa. Mn QUOIOAOYIKEG EPYOTTNPIOKEG TIWEG: KOTA TOV TAKTIKG EPYATTNPIOKO EAEYXO
o€ 0AGkANpo Tov TTANBUoPO TTou ekTEBNKE 0TO ROActemra, peiwon oTov apiBUd Twv
oudeTePOPiAwY KATw atmod 1 x 10%L TrapatnperiBnke oTo 15,4% Twv aoBevwv Trou éAapav
RoActemra pe utroddpia xopriynon. Mia aténon otnv ALT } Tnv AST 2 3 x ULN mraparn-
prénke o€ Too0aT6 9,6% kai 3,8% Twv aobevwv TTou éAaBav RoActemra pe utrodopia
xoprynon, avrioToixa. Kaveig améd toug aaBeveig Trou éAaBav RoActemra pe utroddpia
xoprynon dev eppavioe peiwon otov apiBpé aipotreTaliwy < 50 x 103/ uL. Armdikég Tra-
PApETPOI: ZTN PEAETN UTTIOBOPIAG XOPrynong, ToaoaTo 14,3% kai 12,8% Twv aoBeviv
Trapouciaoav augnon PETA TNV évapgn Tng PEAETNG oTnv Tipr TG XoAnaTepdAng LDL =
130 mg/dL kai oTnV TIPr OAIKAG XOANOTEPOANG = 200 mg/dL og OTTOIOdATIOTE XPOVIKN
OTIypr KoTd TN BepaTeia TNG PEAETNG, avTioToIXA. Avapopd THIBAVOAOYOUHEVWY aVETTIBU-
HNTWV evepyelwv: H avapopd TTOavoAoyoUHEVWY QVETTIOUUNTWY EVEPYEILV UETA OTTO TN
Xopriynon adeiag KUKAOPOPIag Tou papuaKeUTIKoU TIPOIOVTOG gival onupavTikr. EmTpé-
TIEI TN OUVEXT) TTaPaAkoAoUBNGN TNG ICOPPOTTIAG 0PEAOUG-KIVOUVOU TOU QaPUAKEUTIKOU
TIPOIOVTOG. ZNTEITaN aTTd TOUG ETTAYYEAUOTIEG TOU TOPEQ TNG UYEIOVOMIKAG TIEQIBaAYNG va
QAVOPEPOUV OTTOIEGDNTIOTE TTIBAVOAOYOUUEVEG QVETTIBUHNTEG EVEPYEIES (BA. AETTTOpEPEIEG
TrapakdTw). KUtrpog: PappakeuTikég YTpeaieg, Yroupyeio Yyeiag, CY-1475 Aeukwoia,
®ag; + 357 22608649, lotototog: www.moh.gov.cy/phs

EMGda: EBvikég Opyaviopog Pappdkwy, Meooyeiwv 284, GR-15562 XoAapydg, ABrva,
TnA: + 30 21 32040380/337, ®ag: + 30 21 06549585 , loTéToTOG: hitp:/www.eof.ar
Hyepopnvia avaBewpnong Tou keipévou: 23 AuyouoTtou 2018

AETTTOPEPN TTANPOPOPICKG OTOIXEIR VIO TO TTAPOV PAPHAKEUTIKG TTPOIOV gival daBéaiua
oTov dIKTUaKS TOTT0 Tou Eupwtaikot Opyaviopou Pappdkwv: hitp://www.ema.europa.eu.
A.T.€933,32-N.T.: €746,84

Mepiopiopévn 1atpikr) ouvtayr. H didyvwon kaiij n évapén g Beparreiag yivetal oe
VOOOKOWEIO KOl PTTOPET VO GUVEXIZETAI KOl EKTOG VOOOKOWEIOU UTTO TNV TrapakoAouBnon
€101koU 1aTpoU

Mpoooxn: Ta gapuaka TTPETTEI VA QUAGCTOVTAI HOKPIG oTTd Ta TTaidid

TnAépwvo Kévtpou AnAntnpidoewy: 210 7793777
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ONOMAZIA TOY @APMAKEYTIKOY NPOIONTOE Otezla 10 mg, 20 ma kot 30mg emxoduppeva pe dentd upsao Siowkio, MOIOTIKH
KAI MTOZOTIKH £YNSELH KoBe enikoduppévo pe dermd updao Soxio nepiéxel 10 mg, 20 mag ko1 30 mg anpepiddotng, KATOX0E
THE AAEIAY KYKAO®OPIAE Celgene Europe BY, Winthantlaan & M, 35268V Litrecht, Oddaviio
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Celgene  sawogimmen ) GENESIS iimiaisser

In'ﬂﬂ:ummm Eimmm FJt'IEI[T‘.“.EI W QiEShhaT Coe



